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Striatran (1-Ethyl-1-Methyl Propyl Carbamate), 
a New Internuncial Blocking Ataraxic 
A Study of 203 Cases 
Robert Young, M.D. 


COLUMBUS, OHIO 


Clinical and laboratory studies!» * have demonstrated that emylcamate (Striatran*) 
is a promising new anxiety- and tension-relieving agent with muscle-relaxant prop- 
erties. The barbituates, in the past several decades, have been widely used for the 
symptomatic relief of anxiety and tension. However, their hypnotic action com- 
bined with the potential for mild addiction and misuse has led to the search for 


effective mild ataraxics or quieting agents without these disadvantages. Mepro- 


bamate has filled this need for the past five years. However, recent reports in the 
literature reveal that drowsiness® and mild habituation properties® with withdrawal 
reactions’: * as well as allergic reactions*~'* are being seen with increasing frequency. 

This paper is the result of two clinical studies in which the efficacy of emylcamate 
was tested. The first study was done on 83 patients using the Latin square cross- 
over design and the double-blind method in comparing the efficacy of various dosages 
of emylcamate and meprobamate. The second study, of 120 patients with various 
minor neuroses, compared the efficacy of emylcamate with that of three of the more 
widely used ataractic agents: meprobamate, prochlorperazine, and methaminodi- 


azepoxide. 
CHEMISTRY AND PHARMACOLOGY 


Melander,! in screening a large series of tertiary alcohols and their esters, found 
1-ethyl-1-methy] propyl carbamate suitable for psychological and clinical evaluation. 
The drug is characterized as a potent muscle relaxant in laboratory animals. Its 
therapeutic index is 4.4, as opposed to 3.4 for meprobamate. Of special interest 
is the very rapid onset of action of emylcamate, its lag time being one tenth that of 


meprobamate. This rapid onset of action was demonstrated also in rabbits after 


* The trade name of Merck & Co., Inc., for emylcamate is Striatran. 
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TABLE I 
Side E ffects in 83 Patients Given 400 mg. Orally of Each Drug 


Side effect Meprobamate Emylcamate 


Drowsiness 5 
Insomnia 1 3 
Dizziness 1 1 
Itching 1 0 
Tinnitus 0 


Total 


both oral and intraperitoneal administration. Compared with meprobamate, emyl- 
camate is active at a dosage between 25 and 50 per cent lower, its action is more 
rapid, and the muscle relaxation more profound. The duration of action seems to be 
equal for both compounds. Emylcamate was found to be a potent anticonvulsant 
compound against both chemical convulsants and electroshock. 

Stone* showed that emylcamate is a potent internuncial blocking agent. 
Chronic toxicity studies! in mice and rabbits showed no evidence of toxicity. 


CLINICAL LITERATURE 


Martens® studied 9 patients on daily dosages of 1200 mg. for six months and 
reported no toxicity. He also treated 60 alcoholic outpatients with emylcamate, 
meprobamate, and placebo by the double-blind method and found that emylcamate, 
400 mg. orally, was rated significantly better than meprobamate in alleviating the 
neurotic symptoms. He also reported that emylcamate caused less drowsiness, 
tiredness, and dizziness than meprobamate. 

Jonsson and Andersen,‘ using a group of 19 psychological tests, found that single 
doses of 1200 mg. of emylcamate did not affect normal performance or skill in per- 
forming these tests, whereas meprobamate at the same dose significantly affected the 
results of several tests. At 1800 mg. both compounds caused a significant impair- 
ment of performance. 

Uhr and Miller,'* in a study of the behavioral effects of emylcamate as compared 
with meprobamate, reported that meprobamate in an 800 mg. dose led to both a 
slowing of reaction time and a decrease in accuracy. An 800 mg. dose of emylcamate, 
well above the recommended single clinical dose, led to significantly slower reaction 
times, whereas 400 mg. of emylcamate did not. Neither dose had any consistent 
effect on accuracy, and 400 mg. of emylcamate increased caution. Ina second paper,'® 
these same authors reported that 400 mg. of emylcamate is essentially equal to 800 
mg. of meprobamate in alleviating subjective anxiety. 


PRESENT CLINICAL STUDY 


A total of 203 ambulatory office patients suffering from menopause (12), nervous- 
ness (16), situational stress (50), premenstrual tension (29), anxiety neurosis (39), 
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TABLE II 
Therapeutic Results 


No effect 2 patients 
Slight effect 3 patients 
Good effect 34 patients 
Excellent effect 81 patients 


Total 120 patients 


Grade 1 response, no effect; grade 2, slight; grade 3, good; grade 4, excellent. 


stress hypertension (23), psychic trauma secondary to surgery and malignant disease 
(23), and stress headache (11) were treated with emylcamate. 

In 83 patients, emylcamate was compared with meprobamate by the double-blind 
cross-over method. In this study, emylcamate and meprobamate in equal dosages 
were quite comparable in therapeutic response. 

Side effects were noted in 19 cases with meprobamate and 10 with emylcamate. 
They were inconsequential in both groups (table I). 

In the second series of 120 patients, the patients were started on emylcamate, 200 
mg. four times daily or 400 mg. four times daily, and the maintenance dosage was 
adjusted to maximum therapeutic effect. The maintenance dosage ranged from 400 
to 1600 mg. four times daily, the average daily dosage being 900 mg. four times daily. 

Therapeutic results were measured by the symptomatic relief of the associated 
anxiety and tension accompanying the patients’ primary complaints (table II). 

The 13 patients suffering from stress hypertension due to situational stress and 
pressure showed a systolic blood pressure fall of a minimum of 10 mm. of mercury 
to a maximum of 48 mm. of mercury. The average fall was 28 mm. of mercury. 
The blood pressure lowering effect as seen in patients was associated with a sub- 
jective feeling of relief of tension. 

The medication was judged by the patients and compared with their previous 
medication. Two patients judged emylcamate to be better than meprobamate, 11 
the same, and 3 not as effective. Three patients judged emylcamate to be better 
than methaminodiazepoxide, 10 the same, and 3 not as effective. Ten patients judged 
emylcamate to be better than prochlorperazine. (Table III.) 

There were few side reactions to emylcamate in this series of 120 patients, and these 
were mild. Drowsiness was most frequent and was noted only at the higher dosage 
of 400 mg. four times daily. This could be controlled by decreasing the dosage. 


TABLE III 


Emylcamate, Comparison of Clinical Results 


No. patients Drug More effective than Same effect Less effective 


Meprobamate 11 
Methaminodiazepoxide 10 
Prochlorperazine 10 
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The side reactions were listed as follows: drowsiness 15, increased nervousness 2, 
mental confusion 3, dizziness 1. 


SUMMARY 


Two hundred and three ambulatory office patients were tested with emylcamate. 
The target symptoms for which the drug was administered were, in most of these 
patients, anxiety and tension associated with a variety of physical and psychoneurotic 
conditions and as a response to stress situations. 

Emvlcamate is an effective and useful relaxant for anxiety and tension, comparable 
to m:probamate. Side effects such as drowsiness were significantly less in those 
petieats treated with emylcamate as compared with meprobamate. 
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The Rare Factor, Rh, Variant 


A Case Report of Hemolytic Disease of the Newborn Infant 
Due to D« Factor Incompatibility 


Saburo Hara, M.D., and E. Perry Crump, M.D. 


DEPARTMENT OF PEDIATRICS, GEORGE W. HUBBARD HOSPITAL 
OF MEHARRY MEDICAL COLLEGE 
NASHVILLE, TENN. 


Mollison and Cutbush® described a case of hemolytic disease of the newborn infant 
due to sensitization by an Rh, variant that is now termed D® factor. Potter* has 
emphasized the practical importance of this factor. The existence of an Rh, variant 
had originally been proposed by Stratton,'* and it was designated D" in 1945. Nu- 
merous articles have appeared in the recent literature suggesting that all bloods previ- 
ously screened as Rh negative should now be tested further in order to exclude a 
weakly reacting variety of the Rh, factor. In George W. Hubbard Hospital,* where 
the incidence of the Rh, factor is about 49 per cent, more than 1000 blood donors 
have been tested. Recently, a case of hemolytic disease of the newborn infant was 
observed, and investigation of the Rh, variants led to the discovery of the D'-factor 
sensitization in a Negro patient. 


METHOD OF STUDY 


The Coombs’ tests and typing of bloods were performed with commercial test 
sera and saline agglutinins meeting National Institute of Health’ specifications. 
Further identification of weakly Rh-positive blood was carried out using the method 
described by Rosenfield et al.* 

In a small test tube (75 by 8 mm.), 2 drops of a potent and specific incomplete 
anti-Rh, serum were mixed with 2 drops of a 4 per cent red cell saline suspension. 
This mixture was incubated at 37 ©. for one hour, the red cells were resuspended, 
and the test tube was rapidly filled with saline. The tube was centrifuged to pack 
the red cells firmly in the bottom of the test tube, and the supernatant saline was 
poured off completely. Washing of the cells was repeated three times, after which 
the test tube was gently rolled to dislodge the button of red cells to observe for any 
evidence of agglutination. 


CASE REPORT 


R. H., a Negro male infant, the fourth child of a 34-year-old mother, was born in Hubbard Hospital on 
Dec. 11, 1959. His birth weight was 3200 Gm. The pregnancy and delivery were not remarkable, but the 
baby was jaundiced at 16 hours of life. Physical examination revealed no evidence of infection, the Moro 
reflex was normal, the lungs were clear, and no ecchymoses or petechiae were noted. The liver was palpable 
2 fingers below the costal margin, but the spleen was not palpated. Pertinent laboratory findings were as 
follows: hemoglobin, 12Gm./100 ml.; nucleated red cells, 16 per cent; toral serum bilirubin, 18 mg./100 ml. 
(direct bilirubin 0.7 mg./100 ml.). The infant's blood group was A'.MN; the mother’s was also A'.MN. 
Indirect and direct Coombs’ tests were positive. Inasmuch as we knew that this baby had been sensitized, 
further investigations were therefore carried forward. It was thereupon discovered that his red cells were 
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TABLE I 
Findings After Study of the Family of R. H. 


Blood Antihuman globulin 
group Rh, rh’ Rh” Rh, factor Rh genotype 


Mother A'.MN Cde/cde 
First child A'.MN cDe/cde 
Second child O.MN cDe/cde 
Third child A!.MN CD"e/cde 
Fourth child Al.MN CDe/cde* 


* Patient R. H. 


agglutinated by antihuman globulin Rh, factor. The family was studied subsequently; the findings are 
shown in table I. 

The patient's genotype was CD“e/cde. Therefore, it appears that D" factor incompatibility was respon- 
sible for this hemolytic disease. There has been no hemolytic disease of the newborn infant in siblings 
of the patient. R.H. was treated by replacement blood transfusion as described elsewhere. 


DISCUSSION 


Stratton'* proposed the existence of this Rh, variant or D" factor. The red cells 
of Cde (rh’) and cdE (rh’’), which gave a positive Coombs’ test with sera containing 
anti-D incomplete antibodies, were thought to contain some form of ** D-antigen.’’'” 
It was believed that this was determined by a third allelomorphic gene at the D-d 
locus of Fisher, and this was considered analogous to the factor C™ at the C-c locus."! 

The importance of identification and recognition of this factor is obvious; how- 
ever, no anti-D" antibody is known, but only anti-D + D*.!° 1? It has been known 
immunologically that the Rh’ and rh’’ genes act as modifying genes; thus on oc- 
casion a factor that is present as an antigen may be modified in its antigenicity by the 
presence of another, usually linked, but separate factor. This is the case here. 

It was Mollison and Cutbush* who described the first case of hemolytic disease of 
the newborn infant due to D"-factor sensitization. In their case, the mother first 
gave birth to a stillborn infant and then received Rh-negative and -positive blood 
transfusions, which apparently served as the etiological factor resulting in damage 
to the second child. Such production of Rh, variant agglutinins by artificial im- 
munization of the volunteer donor was described by Van Loghem.'* Despite their 
reduced antigenicity in vitro, D" cells are capable of stimulating the production of 
antibodies. Case reports of erythroblastosis due to D™ sensitization have been pub- 
lished by Broman,! Diamond and Allen,” Rosenfield et al,9 and Wiener and Brancato'® 
separately. Therefore, with respect to the clinical significance of the D" factor in 
blood transfusions, it should be considered Rh negative in the donor, while D" in 
the recipient should be considered Rh positive.'® 

Miller and his group® found that the Rh, variant is observed in Negroes with 
comparative frequency, but is unusual in the Chinese. Rosenfield et al® extended 
this study considerably and found that the incidence of D" in the white population 
of New York City was 1.6 per cent. Moreover, the interesting point was brought 
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out by their study that one fourth of these patients may fail to react directly with 
any Rh-typing serum. Levine‘ stressed the possible high frequency of this potential 
hazard of sensitization by the Rh, variant in the newborn infant. In this connection, 
one of us (S. H.) has undertaken an investigation of causes of blood transfusion 
reactions in this hospital. 

From our limited experience, we do not know whether D" incompatibility gives 
rise progressively to more extensive damage to the infants of subsequent pregnancies 
or not. However, it seems justifiable from a practical standpoint to regard the D¥ 
factor as Rh negative although it appears that D® incompatibility causes mild to 
moderate hemolytic disease. 


SUMMARY 


1. A case of hemolytic disease of the newborn infant due to D" incompatibility is 


presented. 
2. A family study, including identification of the Rh, variant known as D* factor, 


is presented. 
3. Need for caution in interpreting the usual variations in reaction to standard 


serum, especially in Negroes, is emphasized. 
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Management of Arthritis and Muscle Strain with 
Minimal Dosage of Dexamethasone and 
Orphenadrine 


Edward E. Reisman, Jr., M.D. 


CHATTANOOGA, TENN. 


Although synthetic corticosteroids can provide dramatic relief of pain and limi- 
tation of motion in inflammatory and traumatic conditions of joints and muscles, 
most physicians reserve full therapeutic dosage of these potent, and sometimes 
dangerous, agents for patients with very severe and otherwise intractable involve- 
ment. A more desirable regimen for mildly and moderately afflicted patients is to 
administer very low dosages of a steroid and supplement its therapeutic effect with 
other analgesic agents. Various combination tablets are available for this purpose. 
One of these, Delenar,* combines 0.15 mg. dexamethasone, a new and highly potent 
analogue of prednisolone, with 15 mg. orphenadrine and 375 mg. aluminum as- 
pirin. Successful use of this drug in disease and trauma affecting the musculoskeletal 
system has been reported by Ernst! and Settel.* Our evaluation is reported below. 


PHARMACOLOGY 


The anti-inflammatory potency of the parent steroid, prednisolone, was increased 
at least sixfold in dexamethasone by methylation at the 16-alpha position of the 
molecule.*: 4 The increased milligram potency would not be significant had a parallel 
increase in undesirable (notably sodium-retaining) properties occurred; however, 
the clinical and metabolic evidence*: * indicates that the drug provokes no retention 
of sodium or loss of potassium in the usual therapeutic dosages of 0.75 to 4 mg. daily. 
Dexamethasone is used in those indications responsive to prednisolone, and it 1s 
particularly effective in patients with rheumatoid arthritis.*: 4 

Orphenadrine, a substituted analogue of the antihistaminic agent diphenhydra- 
mine,’ is effective against rigidity, tremor, and contracture of voluntary muscles.*~'° 

Aspirin, of course, is the universal analgesic and apparently it can potentiate the 
effect of dexamethasone.‘ The use of aluminum aspirin presumably prevents gastric 
irritation. 


METHODS 


The series consisted of 67 male and 89 female patients between 17 and 76 years 
of age; 115 of these patients were 40 years old or older. The primary indication for 
treatment was pain and the limitation of motion that resulted from pain. Moderate 
early rheumatoid arthritis was present in 82 patients, osteoarthritis in 18, acute 


* The trade name of Schering Corp. for a combination of dexamethasone, orphenadrine, and aluminum 
aspirin is Delenar. Clinical research supplies of the drug were provided for this study by Jack Black, M. D., 
Medical Research Division, Schering Corp. 
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bursitis in 9, chronic bursitis in 6, the low-back syndrome in 20, muscle strain or 
trauma in 15, and muscular pain of unknown etiology in 6. 

The patients with moderate arthritis usually sought medical aid because of acute 
episodes of low-back pain exacerbated by the arthritic process. Many of the patients 
with chronic conditions previously had received corticosteroids such as dexametha- 
sone or triamcinolone in dosages of 0.5 to 0.75 mg. two or three times daily. In 
the 20 patients with a primary low-back syndrome, the cause was traumatic and not 
associated with an underlying arthritic process. 

The starting dosage for 132 patients was 4 tablets daily, 21 patients began therapy 
with 1 to 3 tablets daily, and 3 patients received 8 tablets daily, all in divided doses. 
If administration for more than a few weeks was necessary, dosage was usually 
reduced to half the starting level. The duration of uninterrupted therapy ranged 
between 10 days and five months and a few patients continued to take the tablets 
intermittently, when necessary for acute exacerbations, for as long as 18 months. 
Physical therapy usually was given to patients with acute low-back pain. A few 
patients with relatively severe arthritis received occasional injections of prednisone. 


RESULTS 


The results of therapy are summarized in table I. Good or excellent relief of pain 


TABLE I 


Diagnoses and Resu!ts 


No. of patients; Duration of Duration of 


Diagnosis age in years complaint therapy Relief of pain 


29 males, 1 week- 2 weeks- - Complete 


53 females; 9 years 1 year Major 
25-76 Slight or none 


Rheumatoid arthritis 


Osteoarthritis 11 males, 2 weeks- 2 weeks- Complete 
7 females; 10 years 18 months Major 
38-71 Slight or none 


Acute bursitis 3 males, 3 days- 2 days- Complete 
6 females; 2 weeks 6 weeks Major 
26-60 Slight or none 
Chronic bursitis 3 males, 1 month- 2 weeks- Complete 
3 females; 2 months 4 months Major 
30-60 Slight or none 
13 males, 2 days- 2 weeks- Complete 
7 females; 2 months 3 months Major 
17-61 Slight or none 
7 males, 1 day- 10 days- Complete 
8 females; 1 month 2 months Major 
17-60 Slight or none 


wre OU NA 


Low-back syndrome 


1 male, 1 week- 2 weeks- Complete 


5 females; 2 months 2 months Major 
32-67 Slight or none 


Unknown 


of NO 
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occurred in 96 of the 115 patients with arthritis or bursitis and in 38 of the 41 patients 
with acute low-back pain or muscle strain due to trauma or of unknown etiology. 
In general, the degree of response varied directly with the severity of the complaint 
as indicated by roentgenographic and clinical examination. Some degree of relief 
usually was experienced after two days of treatment and the response usually in- 
creased as dosage accumulated. In many patients, benefits persisted for as long as 
a week after discontinuance. Although the drug was very effective symptomatically, 
it did not influence effusion, deformity, or other objective signs of joint inflammation. 
Many patients asked to be continued on the drug because relief was noticeably 
better than with other agents. Some patients with chronic inflammatory joint 
disease now take the combination drug only when needed for acute exacerbations; 
other patients with moderately severe arthritis are kept reasonably free from symp- 
toms on very low maintenance dosages of this drug. Previously, in these latter 
patients, full steroid dosage or parenteral steroids were required for relief. 


SIDE EFFECTS 


There were 31 mild side effects in 24 (15 per cent) of the patients. In 8 of these 
patients the symptoms were transient and disappeared after a few days despite con- 
tinuation of therapy. Gastrointestinal distress occurred in 17 patients (11 per 
cent), usually only if the drug was taken preprandially; dizziness was reported by 
7 patients (4 per cent); headache by 4 (3 per cent); and drowsiness by 3 (2 per cent). 
Because gastric distress subsided one or two days after withdrawal of the drug 
and recurred when it was readministered, this symptom is attributable to therapy. 
One patient showed evidence of peptic ulceration during therapy, but this incidence 
is no higher then would be expected in the general untreated population, especially . 
in this age group, and cannot be attributed to the drug. It is also unlikely that this 
drug caused drowsiness, although it might have provoked dizziness or headache. 
Routine laboratory tests were performed in all patients who received the drug 
for fairly long periods of time; there was no evidence of any toxic effect. Fluid 
retention or other symptoms indicative of excessive corticosteroid dosage did not 
occur in any patient. The drug did not exacerbate intercurrent disease. 


CASE REPORTS 


A 44-year-old woman had had rheumatoid arthritis for seven years. Phenylbutazone, gold, cortisone,, 
prednisone, triamcinolone, and dexamethasone had been used at various times. She had also received 
physical therapy, intra-articular aspirations, and intra-articular injections of ACTH and hydrocortisone 
during frequent acute exacerbations. For four months to date the patient has been satisfactorily main- 
tained on one-half tablet of the combination drug twice daily with occasional increments in dosage as 
needed. Only one aspiration and injection of 30 ml. ACTH was required during this period. 


A 53-year-old man presented severe acute traumatic low-back strain superimposed on extensive arthritic 
changes at the fourth and fifth lumbar vertebrae. There was no evidence of rupture of an intervertebral 
disc. The patient received physical therapy and 1 tablet of the combination drug four times daily. After 
two wecks of treatment, there was marked relief; pain was felt only with some types of motion. The regi- 
men has been continued for five months to date. The patient is free from major symptoms and is able to 
work. 


354 | June 1961 INTERNATIONAL RECORD OF MEDICINE 


a5 
@ 
: 
: 
oy 
: 


COMMENTS AND CONCLUSIONS 


The combination drug reported on here is valuable as replacement for full steroid 
dosage in selected patients or as a tapering-off treatment in patients who have been 
receiving full-strength oral or parenteral steroids. When used properly, the drug 
is certainly safer than full steroid dosage for patients who must be treated on a long- 
term basis. 

Although, as noted previously, the drug has a distinct place in the management 
of chronic conditions of moderate severity, its greatest usefulness is in the treatment 
of acute conditions and acute exacerbations of chronic conditions. It proved to be 
very effective in acute low-back pain exacerbated by subclinical arthritis. 

Occasionally there will be some loss of effectiveness during long-term adminis- 
tration but this is not a significant problem. Discontinuing dosage for a few weeks 
and then resuming administration usually will restore the original effectiveness. 

Probably the therapeutic usefulness of the drug would be improved by increasing 
the amount of dexamethasone. The usual dosage of 4 tablets daily provides only 
0.6 mg. dexamethasone, and double this amount could be administered safely and 
probably would provide significantly greater relief from pain. 


SUMMARY 


1. A combination of dexamethasone, orphenadrine, and aspirin was used to treat 
arthritis and muscle strain in 156 patients. The usual dosage of 4 tablets daily 
provided 0.6 mg. dexamethasone and 60 mg. orphenadrine. The duration of unin- 
terrupted therapy ranged between 10 days and five months. 

2. Pain was relieved completely in 68 (44 per cent) of the patients, considerably 
in 66 (42 per cent), and slightly or not at all in 22 (14 per cent). There was a parallel 
improvement in limitation of motion caused by pain but no effect on objective signs 
of joint inflammation such as effusion or swelling. 

3. There were 31 side effects, none significant, in 24 (15 per cent) of the pe -ents. 
Most of these were transient, and only gastric distress, which occurred in 17 patients, 
was definitely attributed to therapy. There was no evidence of toxicity or of ex- 
cessive corticosteroid dosage. 

4. The drug is especially valuable for the relief of pain due to acute inflammatory 
or traumatic disease of the joints and as intermittent therapy for patients with acute 
exacerbations of mild chronic arthritis. 
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Evaluation of an Ataraxic (Hydroxyzine) 


in Long-Term Therapy 


Mervin Shalowitz, M.D. 


NORTH SUBURBAN CLINIC, SKOKIE 
SKOKIE, ILL. 


This clinical and pharmacological study began in October, 1955, when geriatric 
patients were treated with hydroxyzine* to evaluate therapeutic efficacy and toxicity. 
The preliminary study was reported in July, 1956.!_ The study has since then been 
expanded to 450 cases, including subjects in younger age groups. 

This paper reports clinical and Jaboratory evaluations of hydroxyzine, an ataractic 
preparation, and its safety in long-term therapy. 


CHEMISTRY AND PHARMACOLOGY OF HYDROXYZINE 


Hydroxyzine is a p-chlorobenzhydryl-piperazine derivative whose chemistry and 
pharmacology were previously described. ! 

Hydroxyzine suppresses hypothalamic nuclei and extends its effect peripherally 
in the sympathetic portion of the autonomic nervous system.” Except in extremely 
high dosages it has no apparent effect on the cerebral, thalamic, or spinal cord areas. 

Hydroxyzine has nonspecific spasmolytic action against the effects of histamine, 
acetylcholine, serotonin, and other spasmogenic drugs. Hydroxyzine abolishes 
duodenal activity induced by histamine, acetylcholine, serotonin, reserpine, and 
posterior pituitary extract® and has prolonged antihistaminic action as measured in 
lethal doses of histamine administered intravenously.‘ Finally, hydroxyzine in- 
hibits the somatic effects of excitatory drugs such as epinephrine, dextro-amphet- 
amine, mescaline, and lysergic acid. 


MATERIALS AND METHODS 


Four hundred and fifty patients varying in age from 20 to 96 years were selected 
for this study.’ Of this series, 80 were geriatric inmates of several nursing homes, 
while the remainder consisted of ambulatory outpatients. All patients were ex- 
amined physically by either their referring physician, the author, or an associate. 
The majority of the cases were classified under the general heading of functional 
neurosis; there were 20 patients with various neurological disorders, 8 of whom had 
arteriosclerotic Parkinson's disease, 2 with multiple sclerosis, and 10 patients with 
residual hemiparesis from cerebral thrombosis. 

Three patients of the entire series were psychotic and diagnosed as schizophrenic 
in partial remission. The remainder consisted of patients with anxiety and tension 
states, functional gastrointestinal complaints, premenstrual tension, and meno- 


* The trade name of J. B. Roerig & Co. Division, Chas. Pfizer & Co., Inc., for hydroxyzine is Atarax. 
The drug was supplied for this study by this firm. 
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pausal symptoms. In contrast to our preliminary study on senile anxiety, the added 
series does not include a control group. Twenty-five patients from our preliminary 
series have been receiving hydroxyzine continuously since October, 1955. 

Hydroxyzine is being used as sugar-coated tablets of i0, 25, and 100 mg. The 
majority of the patients have been receiving 10 or 25 mg. prior to each meal, and 
1 tablet at bedtime, for a minimum period of 10 days, and in some cases, for periods | 
up to 414 years. 

In other patients doses of 100 mg. were administered twice daily or four times 
daily, depending on the response of the patients. During the 41% years of therapy 
approximately 135,000 tablets were dispensed, and the study is being continued. 
Complete red and white blood cell counts; liver function studies consisting of direct 
and indirect bilirubin, Bromsulphalein excretion, and thymol turbidity; and urinal- 
yses were made after two months, and in 15 patients, after 30 months of continuous 
therapy. In order to evaluate the action of hydroxyzine on the nervous system, 
complete electroencephalographic tracings were made of 3 patients selected at ran- 
dom in the preliminary series before and after therapy with hydroxyzine. These 
patients were given 10 mg. of hydroxyzine four times daily for 10 days. Thirty 
minutes after the administration of 10 mg. of hydroxyzine on the eleventh day, the 
follow-up electroencephalogram was made.! 


RESULTS 


Of 450 patients varying from 20 to 96 years of age who were treated with hydroxy- 
zine for periods of five months to 4)“ years, 401 patients or 89 per cent received 
sustained good to excellent relief from symptoms of anxiety and tension. Forty-nine 
patients either failed to respond to hydroxyzine therapy or experienced equivocal 
benefits. Among the patients who did not respond to therapy were 3 schizophrenics 
in varying states of partial remission who received up to 400 mg. of hydroxyzine 
daily for periods of not less than one month. 

Excellent response indicates complete relief of presenting symptoms without 
noticeabl- side reaction to the drug. If the patients in this group were gainfully 
employed, they were able to continue their regular employment or return to work 
if prior symptoms had prevented them from doing so. Good response indicates a 
partial relief of symptoms with little or no side reaction. Poor response indicates 
only slight relief of symptoms but not enough to add measurably to the patient's 
well-being and comfort, with or without the side reaction of drowsiness. 

Since our original series consisted entirely of geriatric patients, we administered 
10 mg. three or four times daily. In this continued series, which included younger 
patients, it was found that the optimum dosage in most patients was 25 mg. three 
or four times daily, particularly in the younger age group. Some patients received 
larger dosages, and there have been good results on up to 400 mg. daily. 

No obvious untoward effects occurred at this dosage level, except occasional 
drowsiness mainly in young adult patients. In some of these patients the drowsiness 
disappeared during continued therapy. Patients with premenstrual tension or those 
exhibiting menopausal symptoms were relieved with 25 to 50 mg. three or four times 
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daily. Some of these women made remarks such as: ‘I feel much lighter now that 
I take the medication,’ and “‘] don’t cry so much now."’ Improvements in personal 
appearance and in sociability were seen in most patients. 

Patients with agitated depression and more severe states of psychomotor depression 
were generally less responsive to therapy with hydroxyzine than patients with 
simpler functional depressions. However, none of these conditions was apparently 
made worse by hydroxyzine. 

Hydroxyzine produced no apparent adverse effect on any of the primary diseases 
or disorders encountered in these patients. During the course of this study hydroxy- 
zine was given concomitantly at different intervals with a great diversity of medica- 
ments including nutritional supplements, sulfonamides, antibiotics, aspirin, digitalis, 
antihypertensives, various sedatives, insulin, and others. There was no evidence 
that hydroxyzine interfered with the therapeutic effectiveness of any of these agents 
or that its own effectiveness was altered by them. A mild potentiating effect of 
hydroxyzine on central nervous system depressants was noted. 


TABLE I 


Results of 41% Years of Hydroxyzine Therapy in 450 Patients, 
Expressed Quantitatively and into Areas of Therapeutic Effectiveness 


| 


Psychoses 
and marked 
organic 
brain disease 


Psychoneurosis 


Poor Mild functional overlay 
or no Good 


response response 


49 1% 108 (24%) Excellent response 
| 293 (65%) 


See text for explanation of *‘excellent,’’ ‘‘good,’’ and ‘‘poor.’ 
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Two of the three patients on whom electroencephalographic studies were made 
had normal tracings before and after therapy with no change, while the third pa- 
tient had an abnormally slow electroencephalogram with no focus before treatment 
with hydroxyzine and no change after therapy. When placebos were substituted in 
the original series, recurrences of symptoms were noted. Laboratory data showed 
no untoward effects on blood, liver, or kidney in the original, the follow-up, and 
the additional series. During the entire period of this study, we found no apparent 
cumulative effects of hydroxyzine when dosages up to 400 mg. daily were ad- 
ministered. 

In view of the safety and therapeutic latitude provided by this compound, the 
author now believes that even patients who received up to 400 mg. hydroxyzine 
daily might have been given larger dosages. '° 


DISCUSSION 


Though the value of ataraxics is well recognized, the focus of attention in this 
therapy has lately shifted toward increasing incidence of side reactions, poor toler- 
ance, withdrawal symptoms, cumulative effects, and even habituation and possible 
addiction. A considerable number of ataraxics and sedatives have been variously im- 
plicated. For example, in a controlled study of the habit-forming propensities of 
meprobamate, Ewing and Haizlip® recorded that 44 of 47 patients showed objective 
evidence of abstinence syndrome. Withdrawal of meprobamate produced insomnia, 
vomiting, tremors, muscle-twitching, overanxiety, anorexia, ataxia, and hallucino- 
sis. Phillips and his associates® reported 2 cases of severe meprobamate addiction, 
and Stough’ reported the possible habituating properties of this compound. 

The phenothiazine derivatives, particularly chlorpromazine, present the risk of 
hepatic involvement. As widely reported, drugs in this group also present the 
added risk of convulsions. In separate reports, both Hankoff et al‘ and Fazekas 
et al® documented the convulsant action of this phenothiazine. 

In contrast to other ataractic agents used by the author, hydroxyzine has not 
induced any demonstrable morbid changes and has been shown to be of very low 
toxicity when used in therapeutic dosages. No case of hepatic damage or dysfunc- 
tion has been reported from its use to date. Hydroxyzine should not, of course, be 
prescribed indiscriminately before a physical examination and without follow-up 
examinations during protracted therapy. Danger of masking of acute, threatening 
syndromes can thus be obviated. 

Up to 1000 mg. daily of hydroxyzine has been administered without inducing 
major side effects.'" Drowsiness is the only troublesome side reaction in some cases. 
Regulation of dosage may tend to mitigate this drowsiness when it occurs, but often 
it is ameliorated with unchanged dosage and the passage of time. Since this drowsi- 
ness is usually not pronounced and is of a transient nature, it is not considered a 
serious obstacle to this therapy. 


SUMMARY 


A 4-year clinical and pharmacological study with an ataractic agent, hydroxy- 
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zine, was made to evaluate both its effectiveness and toxicity in 450 patients in 
various age groups. Daily oral dosages varied from 30 to 400 mg., given in divided 
doses; the usual optimum dosage for maintenance was from 40 to 100 mg., given in 
divided doses twice daily to four times daily. Good to excellent symptomatic 
relief from tension and anxiety was obtained in 401 patients or 89 per cent of those 
studied. 

Hydroxyzine is well tolerated. Periodic liver function tests, blood studies, and 
electroencephalographic readings showed no morbid changes. Cumulative effects, 
habituation, or addiction to hydroxyzine was not noted during the entire period 
of this study. Transient drowsiness was noted to be the only side effect. In contrast 
to other frequently prescribed ataraxics, hydroxyzine provides the physician with 
an effective drug possessing a very low order of toxicity, even during continuous 
long-term therapy. 


BIBLIOGRAPHY 


. SHatowitz, M.: Hydroxyzine: A new therapeutic agent for senile anxiety states, Geriatrics 1/:312, 
July, 1956. 

. LaBarrz, J.: On the effects of chlorobenzhydryl-hydroxy-cthoxy-diethylamine (hydroxyzine) upon 
the gastric hypersecretion following insulinization, Compt. rend. Soc. de biol. 150:1807, Oct., 1956. 

. Suerrop, T. R.: Antispasmodic properties of hydroxyzine (Atarax), Toxicol. & Applied Pharmacol. 
1:162, March, 1959. 

. Levis, S., et ac: A pharmacological study of hydroxyzine or UCB 4492, a bisubstituted derivative of 
piperazine, Arch. internat. de pharmacodyn. et de thérap. 109:127, 1957. 

. Ewina, J. A., AnD Harzurp, T. M.: A controlled study of the habit forming propensities of meproba- 
mate, Am. J. Psychiat. 114:835, March, 1958. 

. Parties, R. M., er at: Meprobamate addiction, Northwest Med. 56:453, April, 1957. 

. Stoucu, A. R.: Possible habituating properties of meprobamate, J.A.M.A. 166 :882, 1958. 

. Hanxorr, L. D., er av: Convulsions complicating ataractic therapy, their incidence and theoretic 
implications, New York State J. Med. 57 :2967, 1957. 

. Fazexas, J. F., er av: Convulsant action of phenothiazine derivatives, J.A.M.A. 165:1241, Nov., 1957. 

. Ayn, F. J.: Tranquilizing drugs in private practice, New York State J. Med. 57:1742, May, 1957. 


New Medical Research Center 


A medical research center costing $2,000,000 will be constructed on the campus 
of the University of Texas Southwestern Medical School at Dallas. The project, 
to be known as the Dan Danciger Research Center, was made possible by a gift of 
$750,000 from the Dan Danciger Fund through cooperation with the Southwestern 
Medical Foundation, which allocated $250,000. The sum will be matched with a 
$1,000,000 grant from the United States government. 


HYDROXYZINE IN LONG-TERM THERAPY Shalowitz 
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Clinical Evaluation of Dimethpyrindene Maleate, 
a New Antihistamine 


Murray L. Maurer, M.D. 


DIVISION OF ALLERGY, DEPARTMENT OF MEDICINE, POST-GRADUATE MEDICAL 
SCHOOL AND UNIVERSITY HOSPITAL, NEW YORK UNIVERSITY-BELLEVUE MEDICAL CENTER 
NEW YORK, N. Y. 


Since the discovery by Bovet and Staub! in 1937 that certain phenolic esters possess 
antihistaminic activity, hundreds of drugs in this group have been synthesized. 
It has been well established that these antihistaminic agents are capable of diminish- 
ing or nullifying with high specificity several of the pharmacological effects of 
histamine. Halpern’s competitive inhibition theory perhaps best explains the ac- 
tivity of antihistamines. This theory postulates that the chief action of the anti- 
histamine involves competition with released histamine or H-substance at its site 
of action, preventing its effect on the receptor cells. 

These antihistaminic drugs are simply palliative pharmacological agents. They 
do not in any sense cure the allergy from which the patient is suffering, but they 
do alleviate the symptoms and make the allergy more tolerable. The clinical evalu- 
ation of any antihistamine depends on its therapeutic benefit as opposed to the 
severity of the side reactions it may cause. The antihistaminic agent of choice, 
therefore, would be that one that is most effective in the greatest number of allergic 
conditions with the fewest side reactions. 

The most recently introduced antihistamine is dimethpyrindene maleate,* a mem- 
ber of the indene series, chemically designated as 2-(1-[2-(2-dimethylaminoethy] )-3- 
indeny] ]-ethyl-)pyrindine maleate (fig. 1). 

Animal experiments with this compound indicated a high therapeutic benefit 
with relatively no toxicity and with practically no nervous system stimulation or 
sedation. These experiments further indicated that dimethpyrindene possesses 
greater potency and longer duration of action than chlorpropheniramine and tripel- 
ennamine. 

The purpose of our study was to evaluate the use of dimethpyrindene maleate in 
a series of patients with various forms of allergy. We chose to carry out this study 
during the highest pollen season in this Eastern part of the United States. 

There were 101 private and clinic patients studied, comprising 51 males and 50 
females. Their ages ranged from 5 to 63 years. 

Ninety-two patients in our group previously had one or more years of conventional 
hyposensitization treatment for their allergies. All patients had previous trials 
with at least one of the other antihistamines. Six additional patients, although 
having had no hyposensitization treatment, had been on antihistaminic therapy in 
the past. There were only 3 patients in our group who had never been on anti- 
histaminic therapy. 

* The trade name of Ciba Pharmaceutical Products, Inc., for dimethpyrindene maleate is Forhistal. 

The drug was supplied for this study by the Medical Division of this firm. 
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From history, familial background, physical examination, intradermal] skin test- 
ing, and clinical evaluation, the presenting symptom complex in all cases was found 
to be on an allergic basis. 

The only patients chosen for our study were those who did not have a satisfactory 
result with environmental changes in an attempt to eliminate known allergens or who 
did not have satisfactory results with conventional hyposensitization treatment. 
Dimethpyrindene was substituted for other antihistaminic agents being used as 
adjuvant therapy, or dimethpyrindene was alternated with other agents in com- 
parable dosages or with a placebo in an attempt to better judge the effectiveness of 
this preparation. 


MATERIALS AND METHOD 


The patients were encouraged to use dimethpyrindene not only for symptomatic 
relief of existing symptoms, but also prophylactically before high pollen periods or 
before anticipated exposure to known allergens such as animal danders. 

Each patient was advised to take 1 long-acting tablet on awakening and 1 on re- 
tiring. They were directed to supplement this dosage, as individually needed, by 
one or two 1 mg. tablets during the course of the day. In fact, they were encouraged 
to find their own dosage level. Placebos were given to those patients used as con- 
trols, for periods of one week. 


RESULTS 


Our study group comprised 101 patients with respiratory allergies. Only 18 were 
non-pollen sensitive, which included 2 patients with intrinsic asthma and 16 with 
perennial allergic rhinitis, 6 of which cases were complicated by asthma and 4 by 
urticaria. 

There were 36 cases of uncomplicated seasonal pollinosis. The remaining 47 
patients had hay fever, but in 21 of these 47 patients a complicating pollen asthma 
was evident. In the other 26 cases there was an associated perennial rhinitis, sinusi- 
tis, urticaria, or dermatitis. 

Of the 36 patients with uncomplicated pollinosis, 21 reported marked relief, 12 
moderate relief, 1 slight relief, and 2 no relief. 

Equally satisfactory results with dimethpyrindene, insofar as nasal symptoms 
were concerned, were reported by those patients with complicated hay fever, non- 
pollen allergic rhinitis, or urticaria. However, this drug appeared to have no effect 
in the symptomatic treatment of asthma experienced by 21 patients in this study. 

Two patients, 1 with asthma and 1 with perennial rhinitis, complained of a very 


CH2CH2N(CH3)2 


Fic. 1. Structure of dimethpyrindene aN 
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TABLE | 


Results with Dimethpyrindene 


Results 


No. of 
patients Marked Moderate Slight None 


21 12 
Hay fever complicated by asthma 2 3 
Pollinosis complicated by allergic rhinitis 19 19 
Pollinosis complicated by urticaria 
Bronchial asthma, infectious 
Non-pollen allergic rhinitis 
Non-pollen allergic rhinitis complicated by asthma 
Non-pollen allergic rhinitis complicated by urticaria 


Toral 


* Results apply to hay fever symptoms only; asthma only slightly affected. 
t Results apply equally to hay fever and skin symptoms. 
t Results apply to nasal symptoms only; asthma only slightly affected. 


distressing itch and tickle of the throat. The sirup formulation of dimethpyrindene 
was most effective in relieving the complaints of both patients. 

Two additional patients complained of severe irritation of the eyes as a compli- 
cation of hay fever at the peak of the 1960 pollen season. Although dimethpyrin- 
dene controlled the nasal symptoms of both patients, the eye symptoms of 1 were 
not relieved. 

The results of our study with dimethpyrindene are tabulated in table I. 

The observation should be made that in a number of cases excellent results were 
achieved when symptoms were mild, but the drug's effectiveness was reduced when 
symptoms were most severe, on one or two of the peak pollen days. It should be 
noted that the ‘‘marked"’ results include only those patients who had complete or 
highly significant relief of symptoms throughout the course of this study. 

In further breaking down table I, there were 84 pollen cases, of which 44 patients 
had marked results, 34 moderate results, 3 slight results, and 3 no results. In the 
balance of 17 patients with nonpollen diagnoses, the results were 12 marked, 2 
moderate, 1 slight, and 2 no results. 


SIDE EFFECTS 


As will be noted in table II, no serious side effects were encountered during the 
course of this study. Eighty-three of the 101 patients experienced no side reactions 
whatsoever. While many antihistamines are potent sedative hypnotics, the inci- 
dence and degree of somnolence depends not only on the particular drug used, but 
also on the individual patient. Nonetheless, the incidence of drowsiness was con- 
sidered low with dimethpyrindene. Six patients complained of very slight drowsi- 
ness and 4 moderate drowsiness when the drug was first administered. The ma- 
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jority reported this side effect to be of a transitory nature and it in no way disturbed 
the patient. In 1 instance, this mild sedative action proved to be a distinct ad- 
vantage in a child where a tension factor was involved, which influenced the clinical 
picture. Six patients complained that the drug had a marked soporific effect. In 
1, this effect appeared with the administration of only 1 tablet. This side effect was 
greatly lessened when dosage was reduced to one half of a 1 mg. tablet two or three 
times daily. The reduced dosage adequately controlled the nasal symptoms. A 
second patient reported that the marked drowsiness experienced when the drug 
was first administered disappeared after the drug had been taken for several days. 
A third patient experienced this soporific effect only when the long-acting tablet 
was taken. Although clinical results were not as dramatic with the shorter-acting 
tablet, it caused no drowsiness. This patient utilized the long-acting tablet at 
bedtime to ensure a comfortable night’s sleep. He did not experience any ‘‘hang- 
over’’ effect. The remaining 3 patients discontinued dimethpyrindene because of its 
soporofic effect. However, all 3 had had similar experiences with various other 
antihistamines previously taken. Placebos administered to these patients caused 
no reactions. 

Conversely, 1 patient reported that the initial dose of dimethpyrindene stimu- 
lated him to the point of insomnia. This side effect disappeared after the first week 
of administration. 

Although serious side effects in the use of antihistaminic agents are uncommon, 
vertigo, tinnitus, and confusion sometimes do occur. Occasionally there occurs 
anorexia, nausea, vomiting, constipation, diarrhea, dryness of the mouth, or blur- 
ring of vision. With the exception of 1 patient who complained that the initial 
dose of dimethpyrindene caused severe dizziness and who refused a second trial, 
none of these other side effects occurred in any of our patients, including 1 patient 
with an active peptic ulcer. 

Comparison with Other Antihistaminic Therapy. All but 3 of the 101 patients in our 
group had taken other antihistamines either previously or during the course of this 
investigation. Of these 98 patients in whom comparisons with other therapy could 
be made, 63 concluded that dimethpyrindene was superior, 28 felt that, although 
dimethpyrindene was better than some, it was not better than all other antihis- 
tamines tried, and 7 reported that one or more of the other preparations were pref- 
erable. 


TABLE II 
Side Effects in This Study 


No. of 


Side effects patients 


No side effects 

Marked soporific effect 
Moderate soporific effect 
Slight soporific effect 
Dizziness 

Stimulation 
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CONCLUSIONS 


Dimethpyrindene maleate was employed as an adjunct in the treatment of 101 
patients with respiratory allergies. Ninety-one per cent obtained satisfactory relief. 
The incidence of side effects was extremely low. In only 3 patients was the sedative 
action caused by this drug of sufficient disturbance to warrant discontinuance of its 
use. The minimal drowsiness reported by 13 other patients tended to disappear 
after a few days of administration. There was one instance of insomnia after the 
use of this drug, which also became negligible after a few days. 

Dimethpyrindene compared most favorably with other antihistamines used by our 
group of patients. Sixty-three reported dimethpyrindene to be superior in effective- 
ness to antihistamines used previously. Twenty-eight reported it to be equal to 
others used, while only 7 preferred one or more of the other antihistamines. 

Although not particularly efficacious in the treatment of asthma, dimethpyrindene 
has been found to be effective antihistaminic therapy for the symptomatic relief of 
respiratory allergies and urticaria. 

It is our considered opinion that the high degree of effectiveness obtained and the 
very low degree of toxicity experienced in our study justifies the addition of this 
new agent, dimethpyrindene maleate, to the currently available list of antihis- 
taminic drugs. 
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Depression: Treatment of Patients with Phenelzine 


Edwin Dunlop, M.D. 


DIRECTOR OF RESEARCH, FULLER MEMORIAL SANITARIUM 
SOUTH ATTLEBORO, MASS. 


In the past five years, a notable series of studies have appeared that dealt with 
the use of monoamine oxidase inhibitors in the treatment of depressive syndromes. 
The rationale and mechanism of action'~* of this new class of drugs have received 
broad attention in the literature. Several investigators*~’ have evaluated mono- 
amine oxidase compounds as to their effectiveness in brain metabolism. These com- 
pounds influence the concentration and build-up of serotonin, an important factor 
in controlling nutrition and oxygenation of brain cells. 

Dorfman'!* wrote: ‘‘A reduction of serotonin and norepinephrine has been noted 
in patients who develop depression after phenothiazine or reserpine therapy, while 
an increase in the amines apparently has a stimulating effect on the brain. Serotonin 
increases the nutrition and oxygenation of nerve cells through its effect on the 
pulsating action of oligodendroglia cells, permitting the brain to function more 
efficiently, for longer periods of time, without fatigue." 

Sainz,® an early worker in this field, first established the clinical usefulness of 
phenelzine (Nardil*) in the treatment of endogenous depressions. Shortly afterward, 
his work was confirmed by Saunders et al,® Thal,!® and Furst.'' More recently 
Arnow!? summarized the results in 580 individual cases reported by 16 clinical in- 
vestigators, showing that the administration of phenelzine was beneficial in 84 
per cent of nonschizophrenic patients. Phenelzine, one of the newer monoamine 
oxidase compounds, is a psychotherapeutic drug that has also been referred to in the 
literature and lay press as a psychic energizer. 

In the light of their psychocerebral action the hydrazines belong in a class by 
themselves, and until more is basically known of their pharmacology and physiology, 
it is best to classify them clearly and explicitly as antidepressant agents rather than 
by catchy denominations such as psychic energizers, thymoleptics, phrenopraxics, 
or even my own descriptive name, ergotonic agents.* 

This report of the use of phenelzine in 150 ambulatory office patients was under- 
taken for two reasons: first, to determine how successfully patients with mild to 
severe depression could be managed on phenelzine alone; second, to compare the 
relative effectiveness of phenelzine and electroconvulsive therapy in patients who 
previously had been treated by electroshock therapy. Electroconvulsive therapy has 
been regarded as the most effective form of treatment for depressions for many years. 
Its value as the treatment of choice was enhanced by the introduction of intravenous 
anesthesia and muscle relaxants. Subsequently its position as the classic mode of 
therapy was somewhat challenged with the introduction of iproniazid, a mono- 
amine oxidase inhibitor. However, reports of liver, blood, and kidney toxicity 
have limited its usefulness. In the case of phenelzine, all major investigators are in 


* The trade name of Warner-Chilcott Laboratories for phenelzine is Nardil. 
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agreement that its spectrum of usefulness is much broader because of virtual absence 


of major toxicity. 
METHOD 


Each patient in this series had symptoms of mild to severe depression. A diag- 
nosis of depression was established if the patient showed most or all of the following 
symptoms: loss of interest; guilt feelings; depressed spirits or withdrawal; crying 
spells; fatigue, especially in the morning; diurinal variation of mood, worse in the 
morning, improving as the day wears on; loss of appetite and weight; continual ex- 
pression of doubt, hopelessness, and futility. These patients fell into one or another 
of seven categories of depression recognized by the American Psychiatric Association. 
But the differential diagnosis of depression had no bearing on the outcome of treat- 
ment, except of course in the case of schizophrenia and underlying psychoses, which 
were not prevalent in this study. 

Endogenous depressions are so termed decause they arise from an inner organic 
disequilibrium not well understood as yet and that frequently occurs without any 
noticeable precipitating or causative stress. They all show a similar symptom- 
atology, which in general inciudes poverty of thought, psychomotor retardation, 
loss of reality contact manifested by impaired comprehension, morbid thinking, poor 
judgment, and self-accusation, and this is very often colored with abundant grief, 
sadness, and apathy. 

Medication consisted of a 15 mg. tablet administered three or four times daily 
as required. After remission of symptoms and stabilization, the dosage was reduced 
to as low as 15 mg./day. Optimal maintenance dosage was established on an indi- 
vidual basis. 

Phenothiazine derivatives were used to control agitation. In the early stages of 
treatment, rapid-acting, mood-elevating drugs such as amphetamines, as well as 
barbiturates to control insomnia, were given. These adjunctive measures are neither 
incompatible with phenelzine nor is there any reciprocal potentiating effect. How- 
ever, the adjunctive drugs serve to extend the spectrum of usefulness of phenelzine 
since such drugs are often necessary for relief of untoward symptoms and behavior 
at the onset of therapy. 


RESULTS 


Judged by the criteria of social response, 82 per cent of the patients experienced 
complete recovery from their depression. Fourteen of these patients had formerly 
been treated by electroshock; in each case recovery after phenelzine therapy equaled 
that effected by electroshock. Two additional patients showed excellent results 
with phenelzine after 1 had failed to respond to 20 electroshock treatments and the 
other to 32. 

Initial signs of improvement were obvious within the third week. Subjective 
responses were particularly gratifying since the majority of the patients were well 
aware of their illness because of its chronicity and recurring tendency. They had 
sought help earlier in an attempt, as many said, ‘‘to get back on my feet’’ or “to 
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live again.’ Elevation of mood and an increase in a feeling of well-being was felt 
by all. Improvement was also noticeable to others by the patient’s increased en- 
ergy, outgoing nature of activity, more cheerful countenance, and weight gain. 
Symptomatic flare-ups have not occurred in any patients. 


SIDE EFFECTS 


No evidence of toxicity to the liver, blood, or kidneys was noted, as affirmed 
previously by other investigators.*~'? In no case was it necessary to discontinue 
therapy. The following side reactions were observed but were successfully con- 
trolled by adjustment of dosage: constipation, 4*; postural hypotension, 2; transient 
impotence, 1; nausea, 1; rash, 1. 

Also noted were transient atropine-like effects such as dryness of the mouth and 
warmth throughout the body, which are common during the initial stage of treat- 
ment but disappear within a week of continued therapy. Weight gain was not 
listed as a side effect; in fact it was often a desirable result. No parkinson-like 


syndromes were seen. 


CASE HISTORIES 


Case 1. A 62-year-old schoolteacher first came to our attention complaining of increasing fatigue as 
she neared the end of the school year. After a restless night she had great difficulty arising. She was 
despondent and experienced crying spells cach morning as she contemplated the day's responsibilities. 
Nevertheless, the patient was anxious to complete the school year, her final one, in order to qualify for 
retirement benefits. She was given phenelzine, 15 mg. three times daily, and Elixir of Dexamyl, a recog- 
nized mood-lifter with rapid onset of action but not associated with zhe usual amphetamine-type jitteriness. 

Within seven days the patient experienced a complete reversal of symptoms. She was no longer living 
in dread of her responsibilities. Her appetite also returned and she gained § lb. and was sleeping much 
better. She looked about 10 years younger. She is now on a maintenance dosage of 1 tablet, 15 mg., daily, 
having lost no time from work. The adjunctive Elixir of Dexamyl was discontinued at the end of the 
third week. 

Casz 2. A 38-year-old woman, suffering postpartum depression, had been in an anhedonic state for the 
previous 10 months when she came to our attention. She was unable to care for her baby and was hospital- 
ized at a state institution, where she had undergone 24 electroshock treatments. Her improvement was 
slight and she was manifesting an increased dread of electroconvulsive therapy and hospitalization. 

This patient was put on phenelzine, 15 mg. four times daily. Within five days, her husband reported that 
she was more alert and communicative than she had been in months. After four weeks of therapy, this 
patient had complete remission of symptoms, she was able to take care of her baby, and for the first time 
in almost a year she had put on 11 Ib. and looked well. Subjectively, she reported feeling better than ever. 
However, she is still on a maintenance dosage of 1 tablet, 15 mg., daily. 


Casg 3. A 56-year-old woman had experienced chronic depression for a period of six to cight months. 
She was unable to face up to family responsibilities, had crying spells, experienced insomnia, loss of weight 
and appetite. Encouragement from her husband had no effect. 

She had been to several physicians who prescribed for her, but there was no symptomatic improve- 
ment. She was finally put on phenelzine, 15 mg. four times daily. After the first week there ap- 
peared to be little clinical improvement, but at the end of the second week there was a dramatic change. 


* Constipation is a frequent side effect but it is easily controlled by the prescription of a fecal wetting 
agent combined with a mild laxative. We have also had gratifying results when Senokot was used at the 


earliest indication of bowel dysfunction. 
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Her facial expression was alert and cheerful and a change in general attitude for the better was noted. Her 
appetite and interest in things around her returned. Exactly 28 days after treatment this patient stated, 
“Tam as well as I have been in 20 years.’’ Her presenting complaints were gone. She resumed her domestic 
responsibilities and had gained 21 Ib. 


DISCUSSION 


Phenelzine must not be confused with ataraxics since it neither tranquilizes nor 
is it a muscle-relaxant. It alleviates the depressive state but does not act as a stimu- 
lant to the point of excitation or jitteriness. Its mode of action is rather corrective 
of an underlying physiological derangement of brain function. In the normal pa- 
tient with no depression, excitatory sensation does not occur. Ataraxics, on the 
other hand, act mainly at the hypothalamic or thalamic level and have no influence 
on the underlying disorder of cerebral metabolism in depression. 

Improvement in general health, strength, and well-being were manifested very 
early in our patients’ recovery period and it would appear that the mode of action 
of phenelzine is quite different from that of a central nervous system stimulant. 
The latter type of drug occasionally provides a transient stimulation in mild to 
severe depressions but has no basic effect on the underlying disorder of cerebral 
metabolic function. Phenelzine is not purely stimulating in character but actually 
encourages cerebral metabolism and physiological changes in the brain not asso- 
ciated with central nervous system stimulants, amphetamines, or ataraxics. 

The monoamine oxidase inhibitors, of which phenelzine is an excellent example, 
are of value in many other conditions besides endogenous depressions. Their use- 
fulness has been demonstrated in controlling pain of angina, rheumatoid arthritis, 
and psoriasis. The effect, particularly of phenelzine, on rheumatoid arthritis is 
quite remarkable. Many patients who have failed on steroid therapy and the usual 
treatment with salicylate, gold, etc., have done very well when switched to phenel- 
zine in conjunction with some steroid therapy. 

Of special interest in this group of patients were 14 who had previously received 
electroshock therapy with good results. However, with the recurrence of their 
symptoms of depression, they manifested increased apprehension of undergoing 
further electroshock therapy. They were most receptive to drug therapy, in this 
case, phenelzine. On the basis of this limited but striking body of experiences with 
phenelzine, I am inclined to subscribe to the view of Sainz that this drug “bids fair 
to reduce or supplant the use of electroshock.’’* 

With phenelzine therapy, recovery from the depressive symptoms is maintained 
over prolonged periods. As was evident in case after case, the depression itself was 
corrected and the patients were restored to their former lives. Once more they 
became able to accept the challenges of life. Phenelzine seems to be especially usefui 
in nonhospitalized, ambulatory patients with symptoms of depression. Increasing 
the dosage does not appear to shorten the latent period of about seven days. 


SUMMARY AND CONCLUSION 


Depression is defined symptomatically as a state of sadness, apathy, inertia, self- 


June 1961 INTERNATIONAL RECORD OF MEDICINE F 


: 
\ 
: 
fy 
| 
AG 
= 
* 
, 
4 
: 
‘ | 


reproach, psychomotor inhibition, insomnia, guilt feelings, and loss of weight and 
appetite. Of a group of 150 ambulatory office patients who were treated with 
phenelzine, 82 per cent experienced complete recovery from depression. Included 
in this improved group were 14 patients who previously had been treated success- 
fully with electroshock and 2 in whom it had been unsuccessful. Phenelzine ap- 
peared equally as effective as electroshock in the treatment of depression. 

The evaluation of any drug is difficult. This is especially so when dealing with 
patients with emotional problems where the investigator can rely only on subjective 
reactions of both the patient and himself. Adding to this difficulty is the selection 
of patient material, for it is quite obvious that all depressions are not the same. 
Not only do they vary in depth, but psychodynamic factors play a considerable part. 
Despite the efficacy of phenelzine, it is quite understandable that the persistence of 
unsolved emotional problems and difficulties might make complete recovery difficult. 

Nevertheless in depression especially of the endogenous type, which is often pro- 
duced with a minimal external disturbance, the use of this medication has produced 
recovery with very often only minimal superficial psychotherapy. The treatment of 
depressed patients with a drug offers a great deal more satisfaction to the psycho- 
therapist. Very often the relief of depression after electroshock is simultaneous 
with the patient's discharge and no basic work is done in reaching an understanding 
of the patient’s illness. On the other hand, the fear of electroshock treatments is 
removed when a patient is continued on drug therapy, and this permits a closer 
psychotherapeutic relationship. In my experience in the last few years those pa- 
tients who have had recurrent depressions do noticeably better and feel entirely 
different when a recovery program is reinforced with psychotherapy. 

Monoamine oxidase has not been significantly purified and little is known of its 
clinical structure, but knowledge of its properties continues to be accumulated 
gtadually. Many believe it is an enzyme system with several components. This 
enzyme system is widely distributed in the body and is found where true cholines- 
terase levels are low. The unique relationship of monoamine oxidase and cholines- 
terase suggests that these enzymes possibly have complementary roles in controlling 
neurohumoral agents. Most of the inhibitors, especially the hydrazines, act on 
other enzyme systems and may be a specific factor involved. This has prompted me 
to do some work in combining various monoamine oxidase inhibitors, especially in 
patients who have failed on one particular compound." I am certain that these are 
only the beginnings of true psychopharmacology in the treatment of the depressive 
reactions. Wide acceptance is indicative of the need and usefulness of such therapy, 
and continuing research will undoubtedly yield better, safer, and more rapidly 


acting substances. 
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The latest advances in Pediatrics 


The most complete data on the latest advances in pediatrics, in- 
cluding a critical survey of all important new contributions in 
this specialty, is presented in 
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@ INTERNATIONAL CLINICAL NEWSLETTER 


NEW VACCINATOR. A new device for smallpox vaccination is a 
small disposable plastic scarifier (Monovacc, Lincoln 
Laboratories) (Pediatrics 27:219, 1961). Ina test with 323 
children it was found to be less painful and frightening and 
to produce a higher percentage of takes than the multiple 
puncture technique; scars are smaller as pricking of the 
dermis is reduced. 


HEART—LUNG APPARATUS. A new heart-lung apparatus containing 
one pump and a pressure oxygenator was described at the re-— 
cent Sectional Meeting of the American College of Surgeons, 
Philadelphia. Use of the oxygenator considerably reduces 
foaming of the blood, producing much less hemolysis than 
other methods. A further advantage of the unit is its small 
size and the fact that it can be operated by only 1 person. 
Blood requirement is 500 ml. 


RARE GUNSHOT CASE. Recently reported was the case of a 25-— 
year-old gravida XII, para IV woman who shot herself in the 
abdomen when 25 weeks pregnant (Canad. M.A.J. 84:489, 1961). 
The bullet passed through the uterus, hitting the fetus in 
the left shoulder, and lodged near the mother's iliac cone, 
causing some femoral nerve damage. The mother had some 
intermittent vaginal bleeding but delivered a normal baby, 
except for the shoulder wound unhealed three months after 
the shot. 


SEDATIVE—ANTICHOLINERGIC. Now available is a combination of 
butabarbital sodium (Butisol Sodium, McNeil) and poldine 
methylsulfate (Nacton). The drug controls disturbances of 
gastric acid secretion and gastrointestinal motility compli- 
cated by tension and anxiety. The combination is marketed 


as Nactisol by McNeil. 


ELECTRONIC INSTRUMENT AIDS BLIND. A convenient electronic 
instrument carried by a blind person to warn him of ob— 
stacles in his way has been developed, according to J. Mal- 
vern Benjamin, Jr., of Biophysical Electronics, Inc., New 
Hope, Pa. The compact, 2-lb. instrument "sees" for a bi.ad 
person by sending out nearly invisible light waves up to 9 
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feet away. Any obstacle in the way causes the light to trip 
a vibrator, warning the blind man. 


EXPERIMENTAL PRODUCTION OF TRACHOMA. Experimental produc-— 
tion of chronic trachoma with pannus formation in a monkey 
has been achieved by U. S. Navy scientists on Formosa. Be- 
lieved to be the first such reproduction in history, this 

may significantly advance the control of the disease. Pre-— 
viously the experimental infection has been limited to acute 
conjunctivitis from which the animals recovered without pro- 
gressing to late stages characteristic of the disease in 

man. 


DIURETIC. Recently introduced was a combination of two 
diuretics with complementary modes of action, spironolactone 
(Aldactone, Searle) and hydrochlorothiazide. The combina- 
tion (Aldactazide, Searle) is said to be synergistic, and 
the spironolactone offsets potassium induced by hydrochloro- 
thiazide. 


BONE MARROW TRANSPLANT SUCCESSFUL. Transplant of bone mar- 
row fiom one identical twin to the other for control of 
aplastic anemia has apparently been successful, according to 
a report from the University of Washington School of Medi- 
cine (Seattle). Performed in August, 1960, the transplant 
involved approximately 5 to 6 billion marrow cells. The re- 
cipient is now producing her own red and white blood cells 
and platelets. The twins are 77-year-old girls, the recipi- 
ent being an epileptic. 


NEW ARTIFICIAL HEART. A new type of artificial heart de- 
signed to be implanted internally for prolonged use has been 
tested in a dog, which lived with the cardiac prosthesis for 
13 hours, according to a report to the Japanese Society for 
Research on Artificial Organs. Ths machine consists of a 
central unit, about 24 inches square, containing a rotor, 
which activates a rubber pouch. The pouch is ligated to the 
aorta and acts as a one-chambered heart. Capacity of the 
unit is 4 to 5 1./minute. 


HEMATINIC. A liquid combination of ferrous sulfate and 
vitamins with a mild fruity flavor is indicated for iron de- 
ficiency; it also prevents vitamin B complex and vitamin C 
deficiencies. At recommended dosage, the drug is said to 
provide sufficient iron to produce a hematopoietic response 
with little risk of gastric irritation, even in small chil- 
dren. Marketed as Zentron by Lilly. 
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A New Antiemetic for the Treatment of Nausea 
and Vomiting Associated with Roentgen Therapy 


Vincent A. Codiga, M.D.* 


TUMOR INSTITUTE, SWEDISH HOSPITAL 
SEATTLE, WASH. 


The literature is replete with numerous references concerning the physiology and 
pharmacology of vomiting; however, there is still scanty knowledge dealing with 
the mechanism of action of antiemetic agents. Borison and Wang! stated that 
vomiting may be defined as ‘‘the forceful expulsion of the gastrointestinal contents 
through the mouth.’’ These workers also stated that nausea, on the other hand, 
‘‘is a psychic experience of human beings which may or may not be associated with 
vomiting.’’ Wang et al® considered vomiting as ‘‘a symptom second only to pain 
in frequency.’’ Cummins‘ reported that the prevalence of vomiting in the nervous 
individual may be merely an occasional annoying manifestation, whereas in the 
patient with uremia, it may portend approaching death. In acutely severe or chronic 
protracted emesis, the secondary effects of fluid and electrolyte loss may severely 
interfere with bodily function. 

No attempt will be made to review or discuss in detail the many hypotheses pro- 
posed in an attempt to elucidate the vomiting mechanism. To mention a few high- 
lights, however, it was Giannuzzi‘ who seemed to first suggest the possibility of 
a vomiting center. Later, Thumas® provoked vomiting by applying apomorphine 
to the floor of the fourth ventricle in the medulla oblongata, subsequently designated 
as the chemoreceptor trigger zone. Borison and Wang! are credited with our present 
concepts of the organization of the vomiting mechanism, concluding that it functions 
under central nervous system control with afferent pathways stimulating emesis and 
efferent pathways and mechanisms producing vomiting. 

This report is concerned with nausea and vomiting associated with roentgen ray 
therapy. It is germane to mention that the pathogenesis has not been definitely 
established. In cases in which roentgen ray therapy is delivered to areas overlying 
the gastrointestinal tract, the mechanism, almost assuredly, is one of direct irri- 
tation. It is in this group that control is often most difficult to achieve. Nausea, 
developing at the time of therapy to regions other than the gastrointestinal tract, 
is thought by some to be due to the absorption of protein fractions arising in the 
responding necrotic tumor tissue; however, there is no definite proof of this thesis. 
On the other hand, many believe that there is a large psychic component that gives 
rise to much of the nausea and vomiting associated with roentgen ray therapy. 
Factors such as the psychological impact of being told one has cancer, the sight of 
large and formidable roentgenological apparatus, and the lay impression of ‘‘ radia- 
tion sickness’’ favor a psychogenic origin. Ackerman and del Regato® stated that 
the nausea and vomiting associated with roentgen ray therapy is best treated by 
avoiding it, the latter being achieved by proper fractionation of dosage. Unfor- 
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tunately this cannot always be accomplished. Whatever the pathogenesis of this 
symptomatology, many patients can be treated effectively with some therapeutic 
agents. Spanjers’ reported a high incidence of relief of nausea and vomiting using a 
a combination of drugs. Viehweger® reported relief in a significant percentage of 
cases of gastrointestinal upset secondary to irradiation with the use of phenothiazines. 
It should be mentioned that in several instances gastrointestinal upset was at- 
tributable, at least in part, to the disease process rather than radiation per se. This 
was particularly notable in instances of liver metastases. 
Because of the encouraging results with thiethylperazine dimaleate* found by 
Maritano et al® in the control of postoperative nausea and vomiting with no un- 
toward effects, plus the report of Browne and Sparks!’ from Charity Hospital in 
New Orleans indicating a high degree of efficacy with this compound in various 
clinical states of gastrointestinal upset and postoperative vomiting, a study for the 
treatment of radiation-induced nausea and vomiting seemed indicated. 
Numerous antiemetic drugs are available, although their pharmacological actions 
are speculative. Cummins* stated that, in general, drugs effective in controlling 
nausea and vomiting are of four types: central nervous system depressants, anti- 
cholinergics, antihistamines, and drugs acting on the chemoreceptor trigger zone. 
The barbiturates that depress the nervous system very often produce a hypnotic 
action, which limits their use. Anticholinergic drugs are limited therapeutically as 
antiemetics. In recent years, antihistamines, as antiemetic agents, were found to 
be more effective, and according to Goodman and Gilman,'! they do not depress the 
chemoreceptor trigger zone. The phenothiazine compounds were found to act on 
the chemoreceptor trigger zone. Wang et al* reported that the mechanism of action 
of the phenothiazines appears to be due to a competition with circulating emetic 
agents for affinity with cells of the chemoreceptor zone. By blocking of the action 
of such agents within the trigger zone, activation of the vomiting center is prevented. 
This paper is a report of a new antiemetic agent designated as GS-95, generically 
described as thiethylperazine dimaleate. 


CHEMISTRY 


The structural 1ormula of thiethylperazine dimaleate (2-ethylmercapto-10-[3’-(1’’- 
methyl-piperazinyl-4’’)-propyl-1']-phenothiazine dimaleate) is shown in figure 1. 


S 
—SCH:—CH; 
N 
Fic. 1. Structural formula of thiethylperazine 


CH COOH 


CH 


* The trade name of Sandoz Pharmaceuticals for thiethylperazine dimaleate is Torecan. The drug was : 
furnished for this study by Mr. H. Althouse, Sandoz Pharmaceuticals. 
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PHARMACOLOGY 


Acute toxicity, adrenergic blocking activity, and potentiation of barbiturate an- 
esthesia studies have already been made in animals. Studies have also been con- 
ducted dealing with the effect of thiethylperazine dimaleate in vomiting induced by 
apomorphine in the unanesthetized dog and the antiemetic effects in vomiting in- 
duced by copper sulfate in dogs. Thiethylperazine dimaleate inhibits apomorphine 
vomiting in an even more pronounced manner than the well-known strong anti- 
emetic, prochlorperazine. Thiethylperazine dimaleate also antagonizes oral copper 
sulfate. Interestingly, only slightly higher dosages are needed for this than for the 
inhibition of apomorphine vomiting, whereas far higher dosages are required of 
other phenothiazines. This peculiarity of thiethylperazine of influencing not only 
the trigger zone, but also the vomiting center is of much therapeutic interest because 
of the broadening of the antiemetic spectrum of effectiveness. 

The effect of thiethylperazine dimaleate on the behavior of animals was tested. 
In the nonanesthetized dog, 300 ug./Kg. subcutaneously produces very slight se- 
dation. In contrast to this, 300 ug./Kg. subcutaneously of prochlorperazine pro- 
duces strong sedation. In the nonanesthetized rabbit, 16 mg./Kg. intravenously of 
thiethylperazine dimaleate (LD,) elicits mild muscular hypotonia, but no ataxia or 
paresis, and a slight dyspnea. The pupils of the eye are of medium size and react 
but little to light. In contrast to this, 14 mg./Kg. intravenously of chlorpromazine 
CLD») produces distinct ataxia and muscle atony with marked dyspnea; the pupillary 
effects are the same as with thiethylperazine dimaleate. 


MATERIAL AND METHODS 


Thiethylperazine dimaleate tablets and suppositories, each containing 10 mg. 
mercaptothiazinyl dimaleinate, were used in 56 cases*: 43 patients received tablets, 


9 received suppositories, and 4 received both forms. All patients were treated for 


nausea and vomiting during and after radiation therapy for malignant disease rang- 
ing from cancer of the mouth to multiple myeloma. All patients required deep 
roentgen ray therapy to a tumor level of at least 2000 rad, the majority requiring 
4000 to 5000 rad. 

There were 32 female and 24 male patients; the average age was 47.3 years and the 
average duration of therapy was 1.8 weeks. The usual dosage of the tablets was 
1 to 2 tablets four times daily as needed. In suppository form the average dosage 


was 1 suppository four times daily. 
In general, therapy was not instituted unless the complaint was definite, in which 


case a judgment of at least moderately severe nausea was reported by the 


observer. 
Initially, other standard antiemetics were used on a semicomparative basis; how- 


ever, later in the study thiethylperazine dimaleate was administered as the first line 
of therapy because of its superior favorable response rate. 
* Cases studied with the kind permission of Dr. Orliss Wildermuth, director of the Tumor Institute, 


Swedish Hospital, Seattle, Wash. 
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TABLE I 
Results of Therapy 


No. of No 
patients Relief relief % success 


Localized disease with local therapy 38 35 3 92 
Metastatic carcinoma and/or irradiation 
over gastrointestinal organs 18 15 83 


RESULTS 


The over-all results indicate a control rate of 89 per cent. Fifty of fifty-six patients 
experienced satisfactory response with either thiethylperazine dimaleate tablets or 
suppositories, the latter being used when oral tolerance was questionable. 

In analyzing the therapeutic failures no conclusive pattern can be detected, chiefly 
because of the small number of cases, but, as might be expected, there is a trend that 
would tend to indicate that such factors as liver metastases and irradiation over 
gastrointestinal organs are associated with therapeutic failures. This finding is 
easily understandable. It should be noted, however, that 15 of 18 favorable re- 
sponses indicate a very satisfactory 83 per cent efficacy in these most difficult cases. 

See table I. 

Comparison was made in 24 patients who had received other antiemetic therapy . 
prior to thiethylperazine dimaleate. Briefly, 21 of 24 patients responded satisfac- 
torily to thiethylperazine dimaleate therapy, whereas 18 of 24 individuals treated 
with other standard antiemetic medications noted a satisfactory result. A small 
but significant increase in favorable response rate can be noted with thiethylperazine 
dimaleate. Also, the degree of relief in most instances was superior. 

It is noteworthy that, of the 56 patients, only 2 complained of side effects at- 
tributable to thiethylperazine dimaleate. One patient experienced transient blurred 
vision and tinnitus and another noted sialorrhea plus altered gustatory sensation. 
The symptoms remissed rapidly on cessation of the drug. There were no cases of 
marked sedation as a result of thiethylperazine dimaleate therapy, which is almost 
assuredly due to the chemical configuration of this compound. There was no evi- 
dence of extrapyramidal symptoms, liver impairment, or hematological alterations 
noted on serial clinical and laboratory evaluations. 

In view of the observed high percentage of favorable responses with thiethylper- 
azine dimaleate and its lack of ataractic action, the role of psychogenic factors in 
gastrointestinal disturbance associated with roentgen ray therapy would seem to 
be minimized. 


SUMMARY 


Thiethylperazine dimaleate was administered orally and rectally in 56 patients for 
treatment of nausea and/or vomiting associated with radiation. The response to the 
oral torm was essentially the same as the response to rectal administration, with the 
former possessing a quicker onset of action. 
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Fifty patients were controlled and 6 were not controlled by the antiemetic. 


CONCLUSIONS 


1. Although thiethylperazine dimaleate was not subjected to the strictest clinical 
trial regimen, i.e., double-blind study, it appears to be a useful agent in the control 
of the nausea and vomiting associated with malignant disease and roentgen ray 
therapy. 

2. The medication’s most favorable characteristics are: lack of side effects includ- 
ing no ataractic action, thus making it a practical ambulatory drug; and high degree 
of effectiveness in difficult clinical situations, i.e., presence of metastatic malignancy 
and roentgen ray therapy to gastrointestinal organs. 
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International Allergy Congress 


The International Allergy Congress will be held in New York City, October 15 
through 20, 1961. The program is expected to draw allergists from all parts of the 
world, and an exceptionally “‘ practical’ curriculum has been developed for medical 
practitioners. Papers read in foreign languages will be simultaneously translated 
into English. Further details may be obtained from Dr. William B. Sherman, 
60 East 58 Street, New York 22, New York. 
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A Letter from Madame* 
Félix Marti-Ibanez, M.D. 


PROFESSOR AND CHAIRMAN OF THE DEPARTMENT OF THE HISTORY OF MEDICINE, 
NEW YORK MEDICAL CO” EGE; EDITOR-IN-CHIEF OF MD 


A ‘‘personal form of literature’’ was Ortega y Gasset’s definition of the letter, and 
once more his conceptual arrow hit a bull’s-eye. ‘‘Letters,’’ Goethe said, ‘are the 
most beautiful, the most immediate breath of life.’’ This literary form, unfor- 
tunately, has been swept away in our vertiginous way of life, which precludes 
letter writing as it should be done: like a horse carriage gently jogging along in the 
countryside instead of like a jet plane speeding thunderously across the sky. 

In this issue of MD dedicated to woman, I want to write, as Robert Louis Steven- 
son said, ‘‘a footnote to history’’—to the history of the most typically feminine 
literature, letter writing. Dr. Gregorio Marafién once remarked that among the 
many things that have suffered from the feverish pace of contemporary life are two 
arts that seem commonplace because anyone may practice them without an academic 
training, though perfection in them is reserved to very few: the art of letter writing 
and the art of conversation. 

Haste, the jinni that has transformed modern life, has made more difficult every 
day those two facets of a single art, which, through direct communication between 
two minds, can provide mutual understanding in men. Indeed, many people may 
ask themselves why spend hours in conversation or writing when a few minutes on 
the telephone or a few lines in a telegram will do just as well? But when we write 
to another person, we are creating with another distant soul an oasis of intimacy in 
the desert of space. Greater than the miracle of the telegram’s speed through space 
is that of the letter’s eternity in time, because of the everlasting bonds it creates. 
Today the letters of George Sand to Alfred de Musset, of Vincent van Gogh to his 
brother, evoke a profound emotion in us. The same thing happens when two people 
talk for the sheer joy of exchanging ideas. Modern substitutes for conversation and 
letter writing being within everyone's reach, only a chosen few can still write a 
good letter or sustain a good conversation, and of the letter writers the best are 
women. 

Unfortunately people nowadays rather than write prefer to send a telegram, a 
medium formerly reserved for very bad or very good news. Not so long ago there 
even were post cards, half joke, half tragedy, on which the lazy husband when 
traveling could check off printed phrases posting his darling wife on the progress 
of his trip: his trip was going fine; it was raining; he missed her; he had played 
poker; he lost his eyeglasses—everything, absolutely everything except the truth: 
that he could not be bothered to write letters to her. Had the truth been printed on 
the card, it would never have sold. 

Still, the letter has been not only one of the supporting pillars of literature in 
history but also one of the formative elements of the conscience of our ancestors. 
The Spanish philosopher Miguel de Unamuno related how his epistolary style was 


* This editorial originally appeared in MD, the medical newsmagazine, June, 1961. 
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born from the fact that during his engagement he and his fiancée lived far apart, 
in different Basque villages, and since they could not see one another often, they 
wrote daily. This they did so faithfully for fifteen years, never missing a day, that 
when they were finally married, in order not to break the habit they went on writing 
each other. 

Men are very poor letter writers. We do not visualize at the other end of our pen 
or typewriter the real person to whom we are writing but see instead an imaginary 
audience that will cheer or hiss when they read what we have written. That is 
why our love letters often read like sermons. Women, on the other hand, do not 
turn their pen into a loud-speaker; instead they pour on paper the thousand and one 
marvels of the magic night, athrob with promise and fantasy, that is their soul. 
Woman individualizes herself most in her letters; man in his letters usually drama- 
tizes and collectivizes his spiritual intimacy because of his unconscious feeling that 
some day his written word may become a public manifesto of his thoughts. 

Jessamyn West has said: ‘‘A woman feels that it is ludicrous to begin any writing 
on the subject of love except such writing as is headed: My dear love. Men may 
write about women; they do so all the time; a woman prefers to write toa man. A 
man writing about love analyzes emotions and searches for phrases. A woman's 
instinct is to put an end to all that nonsense with a kiss."’ 

In a world where the art of letter writing is vanishing, we might think that we 
could look to lovers for help in preserving the art. One South American government 
some time ago offered to cut in half the postage on love letters, provided these were 
sent in a special bright crimson envelope for identification purposes. But lovers 
ignored the offer. Rather than waste time and money, lovers prefer to get married 
and spare themselves both the trouble and the expense of letter writing. After 
marriage, when parted by a journey or other reasons, they write to each other, 
but the lack of romance in their letters is shattering. They speak of forgotten under- 
garments, of household expenses, of the little spaniel left behind, of the weather 
and the food, and poor Cupid, filled with shame, blushes a red deeper than that of 
the lover's envelope mentioned above. 

Years ago, a charming book by Helen Scheu-Riesz was published containing a 
compilation of love letters of famous men and women, from Isabella of Angouléme 
down to Abraham Lincoln. Reading this volume, one realizes that even the style 
of love letters is influenced by the architectural style of an epoch, which is one 
proof of the correlation between art and life in the history of nations. 

For instance, the mystic multiarched Gothic architecture was reflected in the 
““Gothic”’ letters written by Arthur, Prince of Wales, to Catherine of Aragon; the 

stability and vigor of the Renaissance pillar, in the lusty letters of Henry VIII to 
Anne Boleyn; the emotionally conceived, overornamented architecture of the Baroque, 
in the ornate and emotive letters of John Russel to his future wife, Lady Frances 
Rich, daughter of Oliver Cromwell; the absurd florid elegance of the Rococo, in the 
highly embellished letters of Jonathan Swift to Miss Mary Scurlock; the cold, sober, 
metallic ornamentation in the Directoire and Empire styles, in the laconic, straight- 
forward letters of Laurence Sterne to Elizabeth Draper; the simple, austere, econom- 
ical Colonial American style, in the direct letters of the parson-physician, Cotton 
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Mather, to the “‘immaculate gentlewoman"’ who lived two doors away from him. 

(Sending letters is not the exclusive privilege of the human being. The polar 
explorer Sir George Wilkins once related how penguins declare their love: when 
the male finds the female he wants to mate with, he picks up a pebble and deposits 
it at her feet. She inspects him from top to toe and, if she likes his looks, accepts 
the pebble and carries it to the place hidden in the rocks where she wants to set up 
housekeeping. There the two penguins in love build their nest and start a family 
life. One polar expedition included a painter who sat down every day to sketch 
the penguins as they wandered about the rocks. One morning a male penguin slowly 
approached and dropped a pebble at the artist’s feet! But, let us return to letters. ) 

Women in their letters like to stray from the main issue. St. Theresa of Jesus wrote 
letters full of parenthetic insertions about anything that happened at the moment, 
just as a hospital nurse, on her way to a patient in the ward, pauses here and there 
to straighten a ruffled blanket or a cluttered night table. 

For that reason, women write better letters than men. Men are intent only on 
expressing specific ideas in as literary a style as possible. Women write letters as 
they should be written—freely, spontaneously, full of disconnected items, dis- 
tractions, and trifles, because to them a letter is equivalent to a chat. Women tell 
‘‘things’’ better. This is why Madame de Sévigné’s letters reflected so faithfully the 
blithe chaos and gay confusion of life. 

With splendid realism woman places things before ideas, exactly the opposite of 
what man does. Men write letters as though they were lectures to be read by a vast 
invisible audience. Women, on the contrary, flit gaily from topic to topic, like 
happy birds in a sunlit cage, chatting solely for the benefit of their listener and to 
some extent to hear themselves, like a canary well pleased with its own golden 
warbling. 

A woman's style in writing, as in speaking, is volubly versatile, not rigidly archi- 
tectonic like the male’s. Her syntax is often surrealistic, her spelling Picassian, 
her style Daliesque in its baroqueness, her reasoning jumpy and incomplete but 
sparkling with wit and humor. Two of the greatest letter writers, St. Theresa and 
Madame de Sévigné, often jumbled their sentences and took all kinds of grammatical 
liberties. But women’s outward volubility cloaks an inner constancy that is common 
to them all. Between Hippocrates, Rembrandt, Balzac, Lincoln, and Gregory Peck 
there is a much greater difference as human beings than there is between Sappho, 
Isabella the Catholic, the Marquise de Pompadour, Madame Curie, and Zsa Zsa 
Gabor. 

Women’s common denominator is that they are true to themselves, to their sex, 
and to their sense of social life. Even the fickleness of fashion is liberty for woman 
(though a liberty that sometimes enslaves her to the new styles). Nevertheless, 
there is less difference in the epistolary style of women down the centuries, what- 
ever their era and country or their social and human quality may have been, than 
in that of men. 

It cannot be denied that the great creations in art and history have been made by 
men. Woman's greatest creations have been in mysticism and in love, not in the 
arts or politics, except in acting as inspiration to great men. Recently women have 
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started to win fresh laurels in literature, especially in Europe, where the younger 
women are succeeding with books that are like love letters, in which happen only 
things that seem trivial to men but that are really the essence of life itself. The 
purpose of the things they tell'is to reveal their impact on love and their reflection 
in the female soul. This is what happens with the novels of Frangoise Sagan and 
Christine de Rochemond, which are merely long letters about love and suffering 
written by perpetually adolescent souls. 

Woman is a creature of love. That is why she is so superior to man in her letters, 
since in them she employs all the tricks of the crafty player, embracing these as part 
of the battle. But woman is also closer to the magical and the elemental, to the 
plant and the animal. She is much more “‘ species’’ and less ‘‘ individual’ than man. 
The female sex is a freemasonry. Women prefer to be mastered rather than to be 
convinced. They love mystery. That is why a sick countrywoman will prefer a 
written prescription of magic symbolic significance to a simple pill. 

We praise man by calling him cultured or famous. Woman we compare to lovely 
things— the palm tree or the gazelle, the rose or the nightingale— because poetically 
she belongs in that intuitive and mysterious, elemental and instinctive world that 
is also the world of the saint, the mystic, the hero, and the poet. There is in woman 
a Pavlovian unity between facts and ideas, life and emotion, which contrasts with 
man’s Cartesian duality. That is why women’s letters tell much more with their 
frivolous trifles, woven out of moonbeams and mending thread, than do men’s letters 
of symphonic prose. 

A woman writes letters the way she lives, without distant objectives or planned 
programs, carrying her ethics and her ideals within herself, without placing her 
life, as man does, at the service of an ideal or a goal. A woman in love places her 
life at the service of her loved one, just as man dedicates his to the tremendous task 
of being aman. The biological motive of woman's life is love, just as the underlying 
motive of man’s life is work. 

Biologically, woman was created to be man’s companion and the bearer of chil- 
dren, and only secondarily for work. Woman is as she is. She is loquacious because 
her being overflows with her thoughts. And when she talks or writes it is the 
concrete, specific, individual case that interests her. not the abstract idea that in- 
terests the male, for she loves things and not ideas. 

Woman prattles in her letters, and therein lies the charm of her letters. The 
perfect woman in this sense is the geisha, who chatters charmingly and whose verbal 
letters give the male a sensation of being admired for his superiority and of being 
in a corner of Paradise unmarred by the serpents of problems. 

In this sense woman is “‘ historic,’’ because she lives in the present and becomes a 
part of history only by being a part of the biography of the man she loves. What 
counts with her is the present. Perhaps that is why Milton, rather rudely, labeled 
her ‘‘this fair defect of nature.’’ But through her function of safeguarding the 
survival of the species, woman protects mankind in time, just as by his deeds and 
achievements, man protects it in space. In such a sense, we owe woman our eternal 
gratitude, because through love of her we attain salvation in the future, just as 
through worship of her beauty we are ennobled in the present. 
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BOOK REVIEWS 


A History of Embryology. JosepH NEEDHAM. New York, Abelard-Schuman, Ltd., 1959. 
Pp. 303. Price $7.50. 


The distinguished Cambridge biochemist, Joseph Needham, who is now working 
on a monumental project, Scéence and Civilization in China, comprising several enormous 
volumes, has given us a magnificent, lucid, and enlightening History of Embryology. 
The present reissue of this book is a handsome example of the noble art of book- 
making. 

The fascinating story of the growth and formation of the embryo is told with 
accuracy and enthusiasm, beginning with the ideas of primitive peoples and ending 
with the doctrines of preformation and epigenesis of the eighteenth century. Through- 
out the book embryology is related to the trends and currents in philosophical 
thought in every age. Notable are the concepts concerning the directions embryology 
took in the dynamic Baroque Age (Harvey's dynamic studies on the motion of the 
blood and on the morphological movement in space-time of the embryo, and the 
dogmatic doctrines of preformationism, which were mirrored in the political abso- 
lutism of the age) and in the rococo, when the political movements for freedom, 
Rousseau's philosophical speculations, and the Encyclopedists’ rationalism were 
paralleled in the biological observations of Redi and Wolff. Some authors even 
suggest that the growing eminence of the female sex in the rococo was related to the 
temporary triumph of the doctrine of ovism, a point carefully questioned by the 
author of this book. 

The illustrations of this book, half-tone plates and line drawings, are unusual and 
beautifully integrated with the narrative. Among them are a stunning portrait of 
Sir Thomas Browne and his wife and a photograph of the metamorphosis in Buddhist 
iconography as depicted in statues in the Sleeping Buddha Temple at Suchow, in 
the Kansu province of China. 

This book is a superb example of how the history of medicine should be written 
and how it should be published.— Félix Marti-Ibanez, M.D. 


Human Nutrition Historic and Scientific. EDITED BY IAGO GALDsTON. The New York 
Academy of Medicine, 1960. Pp. 321. Price $6.00. 


A magnificent monograph, the third in the series of the Institute of Social and 
Historical Medicine, brilliantly edited by Dr. Iago Galdston, this book integrates 
24 papers about nutrition viewed from different and fascinating angles in time and 
space. Anthropologist Vilhjamar Stafansson studies food habits among the Eskimos 
of northern Canada and the values of fish and protein diets (his paper, our favorite 
in the whole book, is most challenging and charming too); statesman Henry Wallace 
describes a method for development of improved crops; historian Owsei Temkin 
traces nutrition from classic antiquity to the Baroque Age; ecologist Howard A. 
Schneider reviews a philosophy of nutrition. Many other authors participate 
brilliantly in this Symposium. 
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This book rings with new ideas and approaches to the oldest and most important 
of nature's challenges to man.—Félix Marti-Ibanez, M.D. 


Culture, Society and Health. EDITED BY FRANKLIN N. FURNESS. The New York Academy 
of Science, 1960. Pp. 783-1060. Price $3.50. 


The sociocultural factors of chronic organic disease, mental illness, public health 
programs, and social science are the subject of this fascinating monograph, edited 
by Dr. Franklin N. Furness, containing the proceedings of the Conference on Culture 
Society and Health sponsored in 1960 jointly by the New York Academy of Sciences 
and the Research Institute for the Study of Man. 

The ecology of human disease, the sociocultural factor of cancer in Hawaii and of 
coronary atherosclerosis in population groups, the cross-cultural factor in the cause 
of schizophrenia, the cultural aspects of the epidemiology of health, and many other 
topics are discussed in this monograph, published with the usual neatness of the 
New York Academy of Science. 

A small treasure chest of anthropological information, this book is both challeng- 
ing and enlightening and proves that when physicians join forces, as they did at 
this conference, with other scientists in allied fields to attain a better knowledge of 
man, the result can be highly rewarding and inspiring.—Félix Marti-Ibanez, M.D. 


Books in Brief 


Chemotherapy in Emotional Disorders: The Psychotherapeutic Use of Somatic Treatments. 
FREDERIC F. FLACH AND PETER F. REGAN, 11. New York, McGraw-Hill Book Com- 


pany, Inc., 1960. Pp. 314. Price $10.00. 


An excellent summation of the use of somatic treatments, particularly the newer 
psychopharmacological agents, in treatment of emotional disturbances. Discussed 
thoroughly are the principles and techniques involved in evaluation of patients, the 
various physical treatments, and the manner in which these may be used to enhance 
psychotherapeutic treatment. 


The Office Assistant in Medical Practice. PORTIA M. FREDERICK AND CAROL TOWNER. 
Ed. 2. Philadelphia, W. B. Saunders Company, 1960. Pp. 407. 


A practical manual to guide the office assistant in everything from telephone 
manner to billing procedures to office assisting techniques. The authors emphasize 
the numerous capacities in which the office assistant must serve—as receptionist, 
secretary, bookkeeper, technician, medical assistant. 


You Can Prevent Illness. EDWARD R. PINCKNEY, M.D. Philadelphia, J. B. Lippincott 
Company, 1960. Pp. 157. Price $3.50. 


For the layman. An oversimplified guide to prevention of various types of illness. 
Not detailed enough to have much influence, either for good or for bad. 
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Read and Recommended 


ABRAHAMSEN, DAVID, M.D.: The Psychology of Crime (New York, Columbia University 
Press, 1960. Pp. 358. $5.00). The psychology of the criminal is probed and ana- 
lyzed from psychological, psychiatric and sociological aspects. 


BENNETT, Ivy: Delinquent and Neurotic Children: AComparative Study with One Hundred 
Case Histories (New York, Basic Books, 1961. Pp. 532. $10.00). 


BOWSHER, DAVID: Cerebrospinal Fluid Dynamics in Health and Disease (Springfield, Il1., 
Chas. C Thomas, 1960. Pp. 80. $4.75). Current concepts, new theories and tech- 
niques, and the method of absorption. 


BROSIN, HENRY W., M.D.: Lectures on Experimental Psychiatry (Pittsburgh, University 
of Pittsburgh Press, 1961. Pp. 361. $7.50). Pittsburgh Bicentennial Conference, 
Western Psychiatric Institute and Clinic, March 5-7, 1959. 


COHN, ROBERT, M.D.: The Person Symbol in Clinical Medicine: A Correlation of Picture 
Drawings with Structural Lesions of the Brain (Springfield, Ill., Chas. C Thomas, 1960. 
Pp. 196. $10.00). 

DAVIDOFF, LEO M., M.D.; JACOBSON, HAROLD G., M.D., AND ZIMMERMAN, HARRY M., M.D.: 
Neuroradiology Workshop, Vol. I: Scalp, Skull and Meninges (New York, Grune & 
Stratton, 1961. Pp. 256. $16.50). 


EHRENTHEIL, OTTO, M.D., AND MARCHAND, WALTER E., M.D.: Clinical Medicine and the 


Psychotic Patient (Springfield, Ill., Chas. C Thomas, 1960. Pp. 383. $10.75). 


GINZBERG, ELI, AND ROGATZ, PETER, M.D.: Planning for Better Hospital Care (New York, 
King’s Crown Press, 1961. Pp. 131. $5.00). Report on the hospitals and health 
agencies of the Federation of Jewish Philanthropies of New York. 


HOEHLING, A. A.: The Great Epidemic (Boston, Little, Brown & Co., 1961. Pp. 217. 
$3.95). Documentary about the influenza epidemic of 1918. 


HOOPS, RICHARD A.: Speech Science: Acoustics in Speech (Springfield, Ill., Chas. C Thomas, 
1960. Pp. 137. $4.75). In outline form deals with the nature and effects of fre- 
quency and resonance and the reception phase of speech. 


JORES, ARTHUR, AND FREYBERGER, HELLMUTH, EDS.: Advances in Psychosomatic Medicine 
(New York, Basic Books, 1961. Pp. 334. $8.50). Symposium of the Fourth Euro- 
pean Conference on Psychosomatic Research. 

KUBIE, LAWRENCE S., M.D.: The Riggs Story (New York, Hoeber, 1960. Pp. 182. 
$6.00). The development of the Austin Riggs Center for the Study and Treatment 
of the Neuroses. 

LEIKIND, ELIAS R., M.D., AND HARLIN, HARRISON C., M.D.: Treatment of Silent Prostato- 
Vesiculism in General Practice: The Reflex Manifestations and ‘The Therapeutic Test’ 
(New York, Julian Press, 1961. Pp. 294. $9.50). 
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LENNARD, HENRY L., AND BERNSTEIN, ARNOLD: The Anatomy of Psychotherapy: Systems 
of Communication and Expectation (New York, Columbia University Press, 1960. 
Pp. 209. $6.00). 

LEWINSOHN, RICHARD, M.D.: A History of Sexual Customs (New York, Premier, 1961. 
Pp. 384. 50¢). A scholarly account of Western man’s sexual history. 


MARX, RUDOLPH, M.D.: The Health of the Presidents (New York, G. P. Putnam's Sons, 
1960. Pp. 376. $5.95). The role of sickness and health in molding the characters 
and influencing the actions and decisions of the Presidents of the U. S. 


MEARES, AINSLIE, M.D.: A System of Medical Hypnosis (Phila., W. B. Saunders, 1960. 
Pp. 484. $10.00). 


MOORE, RUTH: The Coil of Life (New York, Knopf, 1961. Pp. 418. $5.95). A de- 
scription of the great discoveries in the last 200 years with reference to biology, 
biochemistry and allied sciences. 


MYKLEBUST, HELMER R.: The Psychology of Deafness: Sensory Deprivation, Learning and 


Adjustment (New York, Grune & Stratton, 1960. Pp. 393. $7.75). 


OGLE, KENNETH N.: Optics: An Introduction for Ophthalmologists (Springfield, I]!., 
Chas. C Thomas, 1961. Pp. 265. $8.75). 


PITTENGER, ROBERT E., M.D.; HOCKETT, CHAS. F., PH.D., AND DANEHY, JOHN J., M.D.: 
The First Five Minutes: A Sample of Microscopic Interview Analysis (Ithaca, New York, 
Paul Martineau, 1960. Pp. 264. $6.50). A study drawing upon the techniques of 
psychiatry and anthropological linguistics. 


PRYWES, MOSHE, ED.: Medical and Biological Research in Israel (New York, Grune & 
Stratton, 1960. Pp. 562. $8.00). An attempt to present the achievements and to 
discover the lacunae of research on a national basis. 


ROSSIER, P. H.; BUHLMANN, A. A., AND WIESINGER, K.: Respiration: Physiologic Principles 
and Their Clinical Applications (St. Louis, C. V. Mosby, 1960. Pp. 505. $15.75). 
Translated by Peter C. Luchsinger and Kenneth M. Moser. 95 illustrations. 


ST. JOHN-STEVAS, NORMAN: Life, Death and the Law (Bloomington, Indiana University 
Press, 1961. Pp. 375. $5.95). The relationship between law and morals. 


SCHIFFERES, Justus J.: Essentials of Healthier Living (New York, Wiley, 1960. Pp. 333. 
$5.50). A college text in personal and community health. 


SCOTT, MICHAEL J.: Hypnosis in Skin and Allergic Diseases (Springfield, Ill., Chas. C 
Thomas, 1960. Pp. 161. $6.50). 


SILVER, HENRY K., M.D.; KEMPE, C. HENRY, M.D., AND KEMPE, RUTH S., M.D.: Healthy 
Babies Happy Parents (New York, McGraw-Hill, 1960. Pp. 228. $4.50). An 
authoritative approach to child care with questions and answers regarding the 
first important year. 
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SIMEONS, A. T. W., M.D.: Man's Presumptuous Brain (New York, Dutton, 1961. Pp. 290. 
$5.75). A study of the psychosomatic complaints of modern man and their evolu- 
tionary origins. 

SMITH, CARL H.: Blood Diseases of Infancy and Childhood (St. Louis, C. V. Mosby, 
1960. Pp. 572. $17.00). The essentials of pediatric hematology in concise form, 
with illustrations. 


SMITH, WARWICK: Planning the Surgical Suite (New York, Dodge, 1960. Pp. 471. 
$12.75). 

STEFANSSON, WILHJALMUR: Cancer: Disease of Civilization? (New York, Hill and Wang, 
1960. Pp. 180. $3.95). Suggests that cancer multiplies as civilization advances 
and that the white man’s diet may be a major cause. 


VON MERING, oTTO: A Grammar of Human Values (Pittsburgh, University of Pitts- 
burgh Press, 1961. Pp. 288. $3.50). 


WILENS, SIGMUND L., M.D.: My Friends The Doctors (New York, Atheneum, 1961. 
Pp. 224. $5.00). Pathologist in medical school, hospital, and laboratory. 


WILLIUS, FREDRICK A.: Henry Stanley Plummer: A Diversified Genius (Springfield, Ill., 
Chas. C Thomas, 1961. Pp. 70. $4.50). Biography. 


WINKELMANN, R. K.: Nerve Endings in Normal and Pathologic Skin (Springfield, IIl., 
Chas. C Thomas, 1960. Pp. 195. $7.50). Contributions to the anatomy of sensation. 


WOOLMER, RONALD, M.D.: The Conquest of Pain (New York, Knopf, 1961. Pp. 239. 
$4.50). The achievements of modern anaesthesia. 


wriGHt, s. E.: The Metabolism of Cardiac Glycosides (Springfield, Ill., Chas. C Thomas, 
1960. Pp. 86. $4.75). A review of the absorption, metabolism and excretion of 
clinically important cardiac glycosides. 

WYLIE, RUTH C.: The Self Concept (Lincoln, University of Nebraska Press, 1961. Pp. 
370. $4.50). A critical survey of pertinent research literature. 


Drug Addiction: Crime or Disease?: Interim and Final Reports of the Joint Committee 
of the American Bar Association and the American Medical Association on Narcotic 
Drugs. Introduction by Alfred Lindesmith (Bloomington, Indiana University Press, 
1961. Pp. 173. $2.95). 
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“Two exciting new 


SIGERIST 


cANTHOLOGIES 


available as a set, 


handsomely boxed 


HENRY E.SIGERIST ON THE HISTORY OF MEDICINE 


Edited by Félix Marti-Ibanez, M.D. | Foreword by John F. Fulton, M.D. 
In twenty-seven highly diversified essays and articles, Sigerist presents an entertaining and enlighten- 
ing view of the history of medicine. This carefully selected collection spans the time from the begin- 
ning of the practice of medicine to the present, vividly portraying the events and the men who have 
made medical history. In presenting his major concepts and ideas within the framework of these 
writings, Sigerist reveals himself as the wit, scholar, and great historian that he was 

316 paces / CLOTH BOUND / $6.75 


HENRY E. SIGERIST ON THE SOCIOLOGY OF MEDICINE 
Edited by Milton I. Roemer, M.D. / Foreword by James M. Mackintosh, M.D. 


The views and concepts of Sigerist on medical sociology have never been more clearly nor compre- 
hensively presented than in this anthology of thirty-one essays and articles. This volume contains 
the essence of his theories on the sociology of medicine and the best of his medico-sociological writ- 
ings. Within these pages Sigerist exhibits his extreme concern for the future of medicine and of 
mankind and reveals himself as a supreme humanist and individualist. This fascinating collection 
provides an extraordinary insight on the changing world of medical sociology. 

400 paces / CLOTH BOUND / $6.75 
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Back Issues of HERMES PRESS Journals Available 


CURRENTLY AVAILABLE from the publisher are the issues listed in the table below. “ 
Because of constant demand, Hermes Press cannot guarantee future availability. 


Advance payment is required for back issues, plus postage of 25 cents 
for a single journal or $1.00 for the available numbers of one volume. 


The Hermes journals, with their current subscription rates, are 


1 monthly journal 


* Antibiotics & Chemotherapy: domestic one year $15, three years, $39; 
foreign $16 and $42. 


3 quarterly journals 

* Quarterly Review of Pediatrics: domeslic one year $11, three years $28; 
foreign $12 and $31. 

* Quarterly Review of Surgery, Obstetrics & Gynecology, (Quarterly 
Review of Surgery, beginning with April-June 1961 issue): same as Quart. 
Rev. Pediat. 

¢ Journal of Clinical and Experimental Psychopathology & Quarterly 

Review of Psychiatry and Neurology: same as Quart. Rev. Pediat. 


Numbers Price/ Numbers Price/ 
Year Vol. available copy Total Year Vol. available copy Total 
Antib. § Chemo. Quart. Rev. Pediat. 
1951 1 None O.P. 1954 9 1-4 (all) $6.00 $24.00 
1952 2 3,4,6, 10,11 $6.90 $30.00 1955. 10 1-4 (all) 9.75 23.00 
1953 3 13-2 5.50 60.50 1956 11 1-4 (all) 5.50 22.00 
1954 4 1-4, 7-12 5.00 50.00 1957 12 1-4 (all) 5.00 20.00 
1955 5 1-12 (all) 4.50 54.00 1958 13 1-4 (all) 4.50 18.00 
1956 6 1-12 (all) 4.00 48.00 1959 14 3,4 4.00 8.00 
1957 7 1L2;5-2 3.50 35.00 1960 15 1-4 (all) 3.5 14.00 
1958 8 1, 3-12 3.00 33.00 1961 16 All 3.00 U.S 
1960 10 1-12 (all) 2.00 24.00 Quart. Rev. Surg., Obst. ¢ Gynec. 
1961 11 All 1.50 U.S. 1954 11 1-4 (all) $6.00 $24.00 
1.75 foreign 1955 12 1-4 (all) 
Antib. Med. § Clin. Therap. 1956 13 1-4 (all) 5.50 22.00 
1955 1 1-9, 11,12 5.00 $55.00 1957 14 1-4 (all) 5.00 20.00 
1956 2 15 4.50 27.00 1958 15 1-4 (all) 4.50 18.00 
1956 3 6-12 4.50 31.50 1959 16 1-4 (all) 4.00 16.00 
1957 4 1-12 (all) 4.00 48.00 1960 17 1-4 (all) 3.50 14.00 
1958 5 1-5, 7-12 3.50 38.50 1961 18 All 3.00 U.S. 
1959 6 1-12 3.00 36.00 
1960 7 2-12 2.50 27.00 J. Clin. Exper. Psychopath. § Quart. Rev. 
1961 2.00 4.00 Psychiat. Neurol. 
1951 12 1,3-4 $6.75 $20.25 
Internat. Rec. Med. 1952 13 1,4 6.50 13.00 
1954 167 1-5, 7-12 $5.00 $55.00 1953 14 2-4 6.25 18.75 
1955 168 1-12 (all) 4.50 54.00 1954 15 1,2,4 6.00 18.00 
1956 169 2-12 4.00 44.00 1955 16 1-4 (all) 5:75 23.00 
1957 170 1-12 (all) 3.50 42.00 1956 17 1-4 (all) 5.50 22.00 
1958 171 1-12 (all) 3.00 36.00 1957 18 1-4 (all) 5.00 20.00 
1959 172 1-12 (all) 2.50 30.00 1958 19 1-4 (all) 4.50 18.00 
1960 173 1-12 (all) 2.00 24.00 1959 20 1-3 4.00 12.00 
1961 174 1-6 1.50 U.S. 1960 21 2-4 3.50 10.50 
1.75 foreign 1961 22 All 3.00 U.S. 


Please direct inquiries and orders to 


HERMES PRESS, INC. 
Circulalion Department 
82 Morningside Drive « New York 27, New York 
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